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DEPARTMENT  OF  HEALTH  AND 
HUMAN  SERVICES 

Food  and  Drug  Administration 
21  CFR  Part  203 
[Docket  No.  79N-0186] 

Prescription  Drug  Products;  Patient 
Package  Inserts  Requirements 

agency:  Food  and  Drug  Administration. 
action:  Final  rule. 

summary:  The  Food  and  Drug 
Administration  (FDA)  adopts  final 
regulations  establishing  requirements 
and  procedures  for  the  preparation  and 
distribution  of  patient  package  inserts 
for  prescription  drugs  for  human  use. 

The  package  inserts  will  inform  the 
patient  about  the  drug  product.  This 
action  is  intended  to  promote  the  safe 
and  effective  use  of  prescription  drug 
products  by  patients  and  to  ensure  that 
patients  have  the  opportunity  to  be 
informed  of  the  benefits  and  risks 
involved  in  the  use  of  prescription  drug 
products.  The  agency  intends  to  apply 
the  regulations  to  10  drugs  or  drug 
classes  during  an  initial  implementation 
program.  Further  evaluation  of  the  costs 
and  benefits  of  the  program  will  guide 
the  agency  in  deciding  whether  to 
extend,  revise,  or  defer  these 
requirements. 

EFFECTIVE  DATES:  October  14, 1980.  The 
regulations  are  effective  with  respect  to 
particular  drugs  or  drug  classes  180  days 
after  publication  of  a  notice  in  the 
Federal  Register  applying  the 
regulations  to  the  drug  or  drug  class. 

FOR  FURTHER  INFORMATION  CONTACT: 
About  this  rule:  Michael  C.  McGrane, 
Bureau  of  Drugs  (HFD-30),  Food  and 
Drug  Administration,  5600  Fishers 
Lane,  Rockville,  MD  20857,  301-443- 
5220. 

About  the  FDA  patient  package  inserts 
program:  Louis  A.  Morris,  Bureau  of 
Drugs  (HFD-107),  Food  and  Drug 
Administration,  5600  Fishers  Lane, 
Rockville,  MD  20857,  301-443-4893. 
SUPPLEMENTARY  INFORMATION:  In  the 
Federal  Register  of  July  6, 1979  (44  FR 
40016),  FDA  proposed  general 
regulations  that  would  require 
manufacturers  to  distribute  patient 
package  inserts  to  patients  for 
prescription  drug  products  for  human 
use.  This  proposal  resulted  from  the 
agency’s  more  than  10  years  experience 
with  patient  labeling  for  specific  drugs. 

Note. — The  proposal  used  the  term  “patient 
labeling”  to  describe  these  leaflets.  The 
agency  has  adopted  the  term  “patient 
package  inserts"  in  the  final  regulation.  That 
term  already  enjoys  considerable  recognition 
in  the  health  care  community.  Thus,  "patient 
package  inserts"  will  also  be  used  throughout 
this  preamble. 


Purposes  and  Benefits  of  Patient 
Package  Inserts 

Patient  package  inserts  represent  a 
significant  initiative  for  improving 
health  care  for  Americans.  Through  their 
use  patients  will  be  able  to  participate 
increasingly  in  decisions  having  to  do 
with  the  use  of  prescription  drugs, 
substances  which,  like  few  others,  affect 
human  life.  When  used  properly, 
prescription  drugs  have  enormous 
potential  for  reducing  human  suffering 
and  economic  loss.  When  used  less  than 
optimally,  however,  this  potential  can  be 
seriously  diluted. 

Traditionally,  the  extent  of  patient 
knowledge  on  prescription  drugs  rested 
solely  with  the  treating  physician: 
information  on  prescription  drugs  was 
not  available  independently  to  patients. 
It  has  been  only  recently  that 
information  on  prescription  drugs  has 
achieved  some  degree  of  general 
availability.  The  Physicians’  Desk 
Reference,  long  the  sole  province  of 
physicians  and  pharmacists,  is  now 
found  in  book  stores,  albiet  at 
substantial  prices.  Its  contents,  however, 
consist  of  no  more  than  the  official 
professional  labeling  of  drugs,  labeling 
which  is  fully  understood  only  by  health 
professionals.  Other  information  is . 
available  to  patients  in  the  form  of 
privately  authored  treatises  on  drug 
actions,  such  volumes  reflect  only  the 
views  of  their  authors,  consumers  are 
not  necessarily  aware  of  their 
availability  or  their  veracity,  and  again, 
they  must  be  purchased  at  not 
insubstantial  prices.  Finally,  randomly 
available  information  in  the  press  is  at 
best  piecemeal,  and  often  confusing. 
Thus,  generally,  today’s  users  of 
prescription  drugs  are  still  not  routinely 
exposed  to  information  about  proper 
drug  use,  except  insofar  as  that 
information  is  imparted,  usually  orally, 
by  the  prescribing  physician. 

FDA  believes  that  providing  complete 
and  readily  understandable  information 
on  drugs  to  patients  can  help  achieve 
maximum  benefits  from  their  use,  and 
reduce  their  potential  for  causing  harm. 
Patient  package  inserts  for  prescription 
drugs,  through  which  information  about 
a  drug  will  be  provided  in  lay  language 
directly  to  patients  at  the  time  the  drug 
is  dispensed,  are  intended  to  increase 
patient  knowledge  about  prescription 
drugs,  and  thereby  promote  their 
optimal  use. 

FDA’s  research  confirms  that  patient 
package  inserts  will,  in  fact,  fulfill  these 
important  purposes.  Overall,  existing 
patient  package  inserts  are  read  and 
understood  by  a  high  proportion  of 
patients.  Consumers  hold  favorable 
attitudes  towards  patient  package 


inserts  and  support  developing  them  for 
additional  drugs.  In  the  case  of  drugs 
taken  for  a  short  time  period  (i.e., 
antibiotics),  written  information  has 
been  found  to  enhance  compliance  with 
prescribed  regimens.  Additionally, 
patient  package  inserts  have  been  found 
to  play  a  role  in  decreasing 
inappropriate  drug  use  (e.g.,  for 
estrogens).  Possible  negative  effects — 
increases  in  reported  side  effects  or 
returned  prescriptions  resulting  from 
patient  package  inserts — have  not 
emerged  in  these  studies.  Indeed, 
despite  continuing  controversy  about 
the  value  of  patient  package  inserts, 
certain  pharmaceutical  companies  have 
initiated  patient  package  inserts 
programs  absent  Federal  compulsion  to 
do  so.  * 

Existing  FDA  Patient  Package  Inserts 
Requirements 

Since  the  late  1960’s,  FDA  has  on 
several  occasions  required  that  package 
inserts  written  in  nontechnical  language 
be  provided  directly  to  patients  when 
certain  prescription  drug  products  are 
dispensed.  In  the  Federal  Register  of 
June  18, 1968  (33  FR  8812),  FDA  required 
that  each  isoproterenol  inhalation  drug 
product  dispensed  to  a  patient  bear  a 
two-sentence  warning  on  the  container 
(now  codified  in  21  CFR  201.305).  In  the 
Federal  Register  of  June  11, 1970  (35  FR 
9001),  FDA  issued  a  regulation  requiring 
certain  information  about  the  use  of  oral 
contraceptive  drug  products  to  be  made 
available  to  patiehts  (now  codified  in  21 
CFR  310.501). 

In  issuing  patient  labeling 
requirements  (21  CFR  310.515)  in  the 
Federal  Register  of  July  22, 1977  (42  FR 
37636)  for  estrogenic  drug  products, 
which  are  drugs  used  primarily  to  treat 
menopausal  symptoms  in  women,  FDA 
expanded  significantly  the  scope  of  its 
patient  labeling  requirements.  Unlike 
oral  contraceptives,  which  are  normally 
marketed  in  unit-of-use  packages  that 
contain  a  one-cycle  supply,  estrogenic 
drug  products  are  usually  custom 
packaged  by  the  dispenser  each  time  a 
prescription  is  filled.  The  unit-of-use 
packaging  of  oral  contraceptives 
permitted  manufacturers  to  include  the 
leaflet  in  the  package  so  the  labeling 
was  automatically  dispensed  with  the 
package.  (Separate,  longer  leaflets  were 
required  to  be  available  from 
prescribing  physicians.)  Such  was  not 
the  case,  however,  for  estrogenic  drug 
products,  where  the  labeling  is  not 
affixed  directly  to  the  dispensing 
package  by  the  manufacturer. 
Accordingly,  the  patient  labeling 
requirement  for  these  products  placed 
significantly  greater  obligations  on  the 


Federal  Register  /  Vol.  45,  No.  179  /  Friday,  September  12,  1980  /  Rules  and  Regulations  60755 


dispenser  to  ensure  that  the  labeling  is 
provided  with  the  product. 

In  the  Federal  Register  of  January  31, 
1978  (43  FR  4212),  FDA  substantially 
revised  the  patient  labeling  regulations 
for  oral  contraceptives  (21  CFR  310.501). 
The  agency  abandoned  the  approach  of 
the  earlier  regulation,  and  modeled  the 
new  requirements  after  the  recently- 
issued  requirements  for  estrogenic 
drugs.  Under  the  revised  regulation, 
significantly  more  detailed  information, 
some  of  which  reflected  newly 
discovered  hazards,  is  provided  when 
the  drug  product  is  dispensed.  A 
summary  of  the  most  important 
information  about  the  use  of  the  drug 
product,  which  also  calls  the  patient’s 
attention  to  the  more  detailed  patient 
labeling,  is  also  provided  as  part  of  the 
labeling. 

FDA  has  also  established  a  patient 
labeling  requirement  for  intrauterine 
devices  (IUD’s)  for  contraception  that 
are  regulated  as  prescription  drug 
products  (21  CFR  310.502),  for  IUD’s 
regulated  as  medical  devices  (21  CFR 
801.427),  and  for  progestational  drug 
products  (21  CFR  310.516). 

FDA  requirements  for  patient  package 
inserts  for  prescription  drug  products 
have  centered  on  largely  elective  drug 
products  that  present  significant  risks  to 
patients.  They  have  as  a  consequence 
also  been  intended  to  afford  patients  the 
ability  to  participate  with  physicians  in 
choosing  whether  to  use  the  products.  In 
these  cases,  FDA  concluded  that 
patients  needed  information  upon  which 
to  decide  whether  to  take  or  to  continue 
to  use  the  drug  product. 

Following  the  development  of  the 
patient  labeling  requirement  for  oral 
contraceptives  in  1970,  FDA  began 
evaluating  the  usefulness  of  patient 
package  inserts  for  prescription  drug 
products  generally  and  studied  ways  to 
present  the  information  to  patients.  In 
response  to  suggestions  from  the 
National  Food  and  Drug  Advisory 
Committee,  FDA  in  1974  began  a  patient 
prescription  drug  labeling  project  to 
investigate  whether  FDA  patient 
package  inserts  efforts  should  be 
expanded  to  apply  to  a  variety  of 
prescription  drug  products.  Since  the 
project  began,  FDA  has  (1)  discussed 
patient  package  inserts  issues  with 
interested  and  potentially  affected 
persons,  (2)  reviewed  scientific 
literature  about  patients’  needs  and 
desires  for  patient  package  inserts,  (3) 
conducted  research  projects  to  evaluate 
existing  and  model  patient  package 
inserts,  and  (4)  reviewed  existing 
methods  for  communicating  drug 
information  to  patients. 

Between  September  1974  and  June 
1975,  FDA  officials  met  individually  with 


nine  organizations  representing 
physicians,  pharmacists,  and  the 
pharmaceutical  industry,  and  in  July 
1975  met  with  consumer  representatives 
to  discuss  the  general  concept  of  patient 
package  inserts.  The  minutes  of  each 
meeting  have  been  placed  on  file  in  the 
office  of  the  Hearing  Clerk  (HFA-305), 
Food  and  Drug  Administration,  Rm.  4- 
62,  5600  Fishers  Lane,  Rockville,  MD 
20857. 

On  March  31, 1975,  FDA  was 
petitioned  by  a  consortium  of  consumer 
organizations  to  require  written  warning 
information  on  labels  of  some 
prescription  drug  products.  The 
petitioners  expressed  concern  that 
physicians  may  not  always  provide 
patients  with  the  information  needed  to 
use  drugs  safely  and  effectively,  that 
patients  may  not  understand  the 
information  provided  orally  and  may  be 
reluctant  to  ask  questions,  and  that 
patients  may  need  written  material  in 
case  they  forget  the  information  that 
was  provided  orally  (Onek,  et  al.,  1975). 
A  copy  of  the  petition  has  been  placed 
on  file  in  the  FDA  Hearing  Clerk’s  office. 
A  notice  published  in  the  Federal 
Register  of  November  7, 1975  (40  FR 
52075),  reviewed  briefly  the  consumer 
petition  and  the  opinions  and  views  on 
patient  package  inserts  that  had  been 
obtained  from  the  professional,  trade, 
and  consumer  groups  that  had  met  with 
the  agency.  The  notice  asked  for 
comments  to  help  formulate  a  policy  on 
patient  package  inserts  for  prescription 
drug  products.  The  notice  specifically 
asked  for  comments  on  the  consumer 
petition,  and  also  asked  for  comments 
on  patient  package  inserts  generally. 

The  agency  received  more  than  1,000 
comments  on  the  November  7, 1975 
notice.  The  agency  carefully  reviewed 
the  comments  and  either  adopted  them 
in  the  proposed  patient  package  inserts 
regulations  or  responded  to  them  in  its 
preamble. 

To  explore  and  focus  further  the 
issues  relating  to  patient  package 
inserts,  FDA  hosted  a  series  of  four 
separate  meetings  in  May  and  June  1976, 
in  which  FDA  officials  met  with  a  group 
of  consumer  advocates  and 
representatives  from  the  pharmaceutical 
industry,  medical  associations, 
pharmacy  associations,  and  allied 
health  professions.  Minutes  of  these 
meetings  have  also  been  placed  on  file 
in  the  FDA  Hearing  Clerk’s  office. 

In  1976,  FDA  invited  the  Drug 
Information  Association  (DIA),  an 
independent  nonprofit  professional 
group  interested  in  drug  information,  to 
arrange  a  symposium  on  patient 
package  inserts  for  prescription  drug 
products  at  which  a  diversity  of  views 


could  be  presented.  FDA  and  DIA  were 
joined  by  the  American  Medical 
Association  (AMA)  and  the 
Pharmaceutical  Manufacturers 
Association  (PMA)  as  cosponsors  of  the 
symposium,  which  was  held  in 
November  1976.  The  symposium  was 
attended  by  more  than  700  health 
professionals,  consumer  representatives, 
and  members  of  the  press,  and  focused 
on  the  issues  related  to  patient  package 
inserts  for  prescription  drug  products. 

The  symposium  proceedings  were 
published  as  a  special  supplement  to 
Volume  11  of  the  Drug  Information 
Journal  (January  1977). 

FDA  continued  to  solicit  public 
contributions  to  the  patient  package 
inserts  program.  In  December  1978,  FDA 
sponsored  a  2-day  conference  on  the 
content  and  format  of  patient  package 
inserts.  Approximately  300  participants 
attended,  including  pharmaceutical 
industry  representatives,  physicians, 
pharmacists,  other  health  professionals, 
marketing  and  advertising 
representatives,  and  consumers.  The 
conference  was  concerned  with  the 
information  that  patient  package  inserts 
for  prescription  drug  products  should  be 
required  to  contain  and  how  the 
information  should  be  presented  to 
benefit  people  most  likely  to  read  it.  The 
proceedings  of  the  conference  are  on  file 
in  the  FDA  Hearing  Clerk’s  office. 

In  February  1979,  the  Institute  of 
Medicine  of  the  National  Academy  of 
Sciences,  under  contract  to  FDA, 
sponsored  a  public  hearing  to  solicit 
comments  on  how  patient  package 
inserts  should  be  objectively  evaluated, 
once  they  are  used  on  a  widespread 
basis.  A  copy  of  the  presentations  at 
that  hearing  is  also  on  file  in  the  FDA 
Hearing  Clerk’s  office. 

FDA  also  reviewed  the  literature  on 
patient  information  for  prescription  drug 
products  to  determine  the  extent  of 
current  efforts  to  communicate  drug 
information  to  patients.  A  discussion  of 
the  agency’s  literature  review  appears  in 
the  proposal  (44  FR  40019-40021;  July  6, 
1979).  FDA’s  literature  review  showed 
that  most  patients  are  not  exposed  to 
information  about  prescription  drug 
products.  Those  that  are  exposed  to  oral 
information  are  not  attentive  to  it.  In 
addition,  health  care  professionals  use 
language  that  patients  do  not 
understand,  and  patients  are  unwilling 
to  ask  for  clarification.  Moreover,  even 
if  oral  information  is  provided  and 
patients  are  attentive  to  and  understand 
it,  they  may  not  accept  its  validity. 
Finally,  patients  often  do  not  remember 
medical  information  that  is  presented 
orally.  Thus,  the  agency’s  proposal  was 
based  upon  its  belief  that  patient 
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package  inserts  that  are  well  designed 
and  well  written  will  help  overcome  the 
problems  that  hamper  the 
communication  to  patients  of  important 
information  about  prescription  drug 
products.  Indeed,  in  19  studies  assessing 
whether  written  patient  information 
improves  patient  knowledge,  every  one 
showed  significant  improvement  (Refs.  1 
through  19). 

In  addition,  FDA  based  its  proposal 
on  the  agency’s  belief  that  broad  patient 
support  for  patient  package  inserts 
exists,  that  the  safe  and  effective  use  of 
products  requires  that  the  patient  be 
informed  about  their  benefits,  risks,  and 
proper  uses,  and  that  this  information  be 
communicated  in  a  useful  form.  The 
proposal  also  discussed  fully  patients’ 
failure  to  use  prescription  drug  products 
properly  (44  FR  40021;  July  6, 1979).  FDA 
believes  that  patient  package  inserts,  by 
explaining  both  the  importance  of  taking 
drug  products  as  directed  and  the  risks 
of  taking  them  improperly,  should 
reduce  the  currect  levels  of  incorrect 
drug  use  by  patients. 

Summary  of  Proposed  Regulations 

FDA  proposed  patient  package  inserts 
requirements  under  which  the 
manufacturer  of  a  drug  product  would 
be  responsible  for  preparing  and 
distributing  patient  package  inserts 
written  in  non-technical  language.  The 
agency  also  proposed  to  make  available 
guideline  patient  package  inserts  for  use 
by  manufacturers.  Adherence  to  the 
agency  guidelines  would  constitute 
compliance  with  the  regulation 
governing  the  content  of  patient  package 
inserts. 

Under  the  proposal,  the  manufacturer 
was  to  ship  patient  package  inserts 
together  with  the  drug.  Ultimately,  the 
dispenser  was  to  give  the  inserts  to  the 
patient  whenever  a  drug  subject  to  the 
regulations  was  dispensed.  The  agency 
proposed  certain  alternatives  and 
exemptions  from  the  general 
requirement  to  cover  situations  such  as 
emergency  treatment  or  the  patient’s 
legal  incompetence.  Special  rules 
governing  hospitalized  patients  were 
also  proposed. 

The  agency  proposed  to  implement 
the  patient  package  inserts  requirements 
in  two  phases — a  first  phase  requiring 
patient  package  inserts  for 
approximately  50  to  75  drug  classes,  and 
after  evaluation  of  the  first  phase,  a 
second  phase  to  cover  most  prescription 
drugs. 

The  agency  recognized  that  the 
proposed  regulations  would  have 
economic  costs,  as  well  as  benefits. 
Thus,  FDA  prepared  a  draft  regulatory 
analysis  of  the  economic  consequences 
of  both  the  proposed  regulations  and 


several  alternative  means  of  providing 
patients  with  information  about 
prescription  drug  products.  A  copy  of 
the  draft  regulatory  analysis  was  placed 
on  file  in  the  FDA  Hearing  Clerk’s  office. 
FDA  estimated  that  in  the  fifth  year  of 
implementation  the  total  cost  of  the 
program  would  be  $90  million. 

Public  Participation  in  the  Rulemaking 
Process 

In  the  Federal  Register  of  August  10, 
1979  (44  FR  47104),  FDA  announced 
three  public  hearings  on  the  patient 
package  inserts  proposal.  These 
hearings  were  held  in  Chicago,  IL  on 
September  10, 1979,  in  Los  Angeles,  CA 
on  September  12, 1979  and  in 
Washington,  DC  on  September  14, 1979. 
Transcripts  of  the  hearings  have  been 
placed  on  public  display  in  the  FDA 
Hearing  Clerk’s  office. 

The  proposal  asked  that  written 
comments  on  the  proposed  regulations 
be  submitted  to  the  FDA  Hearing  Clerk 
by  October  4, 1979.  In  the  Federal 
Register  of  October  12, 1979  (44  FR 
58918),  FDA  extended  to  November  5, 
1979,  the  time  for  submission  of  written 
comments.  The  agency  received 
approximately  1,500  comments  on  the 
proposal.  The  comments  came  from 
trade  associations  and  individual  firms 
involved  in  the  manufacture  and 
distribution  of  prescription  drug 
products;  organizations  of  health  care 
professionals  and  individual  physicians, 
pharmacists,  and  other  health  care 
professionals;  organized  consumer 
groups  and  individual  consumers,  and 
others. 

Most  of  the  comments  came  from 
individuals  who  expressed  support  for 
or  opposition  to  the  concept  of  patient 
labeling,  but  did  not  comment  on 
specific  aspects  of  the  proposal. 
Generally,  individual  consumers  favored 
patient  package  inserts  while  individual 
physicians,  pharmacists,  and  other 
health  care  professionals  opposed  them. 
Many  comments  reiterated  opinions  and 
views  about  the  general  concept  of 
patient  package  inserts  that  the  agency 
had  heard  in  public  discussions  held 
before  the  proposal  was  published  and 
which  the  agency  analyzed  in  the 
preamble  to  the  proposed  rule  (44  FR 
40022-40025;  July  6, 1979).  A  summary  of 
the  substantive  comments  on  the 
proposal  and  the  agency’s  responses 
appear  later  in  this  preamble.  Although 
many  of  the  comments  persuaded  the 
agency  that  it  should  amend  the 
regulations  in  some  respects,  the  agency 
has  concluded  that  patient  package 
inserts  requirements  should  be  adopted. 

In  sum,  FDA  believes  there  is  ample 
evidence  in  the  record  to  support  the 
agency’s  conclusion  that  permanent  and 


retainable  information  for  patients 
about  prescription  drugs,  apart  from 
providing  information  that  patients  have 
a  right  to  have,  can  significantly 
improve  the  quality  of  health  care 
obtainable  from  prescription  drugs. 
Improved  patient  awareness  of  the  need 
to  adhere  to  dosage  regimens,  of  the 
need  to  avoid  certain  activities,  foods, 
or  even  other  drugs,  of  adverse 
reactions,  of  proper  use  in  pregnancy,  all 
portend  improved  patient  response  to 
drug  therapy.  Moreover,  comprehensive 
yet  preliminary  information  about 
possible  negative  effects  of  patient 
package  inserts  have  shown  them  to  be 
largely  imagined.  Patients  are  not 
generally  influenced  not  to  use  drugs, 
nor  do  they  experience  unwanted 
adverse  reactions,  simply  because 
information  about  drugs  has  been 
brought  to  their  attention.  These  issues 
were  addressed  at  length  in  the 
preamble  to  the  proposal,  and  are 
reviewed  here  to  the  extent  that  they 
were  raised  again  by  comments 
received. 

Overview  of  the  Final  Regulations 

The  final  regulations  establish  general 
patient  package  inserts  requirements. 

The  agency  intends  to  make  them 
effective  for  10  drugs  or  drug  classes 
during  an  initial  implementation  period 
which  the  agency  now  believes  will  be 
approximately  3  years. 

The  regulations  require  manufacturers 
and  distributors  of  prescription  drug 
products  to  provide  patient  package 
inserts  for  prescription  drug  products  to 
dispensers.  Dispensers  are  then  required 
to  provide  the  package  inserts  to 
patients  when  a  drug  product  subject  to 
the  requirements  is  dispensed.  The 
regulations  apply  only  to  new 
prescriptions,  not  to  refills.  Unlike  the 
proposal  (which  would  have  required 
manufacturers  and  distributors  to  ship 
pptient  package  inserts  physically  with 
the  drug  product),  the  final  regulations 
permit  manufacturers  and  distributors  to 
determine  how  best  to  provide  the 
inserts  to  the  person  to  whom  they  ship 
the  drug  product. 

Patient  package  inserts  are  required  to 
be  written  in  nontechnical  language  and 
to  be  based  primarily  on  the 
professional  labeling  for  the  product. 
They  may  not  be  promotional  in  tone  or 
content.  They  are  also  required  to 
contain  both  a  summary  of  information 
about  the  drug  product  and  more 
detailed  information  that  identifies  the 
product  and  identifies  a  person 
responsible  for  the  product,  the  proper 
uses  of  the  product,  circumstances  under 
which  it  should  not  be  used,  serious 
adverse  reactions,  precautions  the 
patients  should  take  when  using  the 
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product,  information  about  side  effects, 
and  general  information  about  the 
proper  use  of  prescription  drug  products. 
Patient  package  inserts  for  a  particular 
drug  product  need  not  contain  a  specific 
item  of  required  information  if  the 
agency  determines  that  the  information 
is  unnecessary  for  patients.  The 
regulations  also  establish  minimum 
printing  specifications  for  patient 
package  inserts. 

Under  the  regulations,  FDA  may  make 
available  guideline  patient  package 
inserts  for  prescription  drug  products. 
Elsewhere  in  this  issue  of  the  Federal 
Register,  the  FDA  is  publishing  draft 
guideline  patient  package  inserts  for  the 
10  drugs  or  drug  classes  to  which  FDA 
will  apply  the  regulations  during  the 
agency’s  initial  program. 

In  most  cases,  the  patient  package 
inserts  are  required  to  be  distributed  to 
the  patient  with  the  drug  product. 
However,  the  regulations  permit  the 
inserts  to  be  given  to  the  patient’s 
parent  or  guardian  if  the  patient  is 
legally  incompetent.  The  regulations 
also  permit  the  dispenser  to  provide  the 
inserts  in  the  patient’s  primary  language 
if  other  than  English,  or  in  braille.  While 
providing  non-English  language  patient 
package  inserts  is  encouraged  where 
appropriate,  the  dispenser  complies  with 
the  final  regulations  by  providing  them 
in  the  English  language.  The  regulations 
require,  however,  that  manufacturers 
prepare  patient  package  inserts  written 
in  Spanish  so  that  they  can  provide 
adequate  supplies  in  Spanish  upon 
request  to  distributors  and  dispensers  to 
whom  they  have  shipped  the  drug.  The 
agency  encourages  practitioners  and 
dispensers  to  obtain  and  provide  to  their 
Spanish  speaking  patients  Spanish 
language  patient  package  inserts. 

The  agency  expects  that  most  patient 
package  inserts  will  be  dispensed  by 
local  pharmacists  directly  to  their 
customers.  However,  prescription  drugs 
are  also  frequently  provided  in  other 
circumstances  which  the  agency 
believes  should  be  accommodated  by 
different  procedures.  Accordingly,  the 
final  regulations  provide  special 
procedures  for  making  patient 
information  available  to  hospitalized 
patients,  including  those  admitted  for 
emergency  procedures.  In  addition,  the 
final  regulations  recognize  that  some 
physicians  may  in  a  rare  case  believe 
that  patient  information  for  a  given  drug 
is  best  not  provided  to  a  particular 
patient.  Thus,  under  the  regulations,  a 
physician  may  direct  that  the  dispenser  ' 
withhold  the  patient  package  inserts, 
and  it  can  be  withheld  unless  the  patient 
specifically  requests  it. 


Limited  Implementation  of  Regulations 

A  number  of  comments  urged  that 
FDA  study  further  the  usefulness  and 
economic  soundness  of  patient  package 
inserts  before  starting  a  full  scale 
program  requiring  patient  package 
inserts  for  most  prescription  drugs. 
Several  comments  contended  that 
further  study  was  needed  because  the 
record  did  not  justify  the  agency’s 
conclusion  that  patient  package  inserts 
would  provide  any  substantial  patient 
benefits.  Several  other  comments 
recommended  that  FDA  conduct  a  pilot 
program  in  which  patient  package 
inserts  would  be  required  for  only  a  few 
drugs.  The  results  of  that  program  could 
then  be  used  to  evaluate  the  costs  and 
benefits  of  a  broader  program.  Other 
comments  suggested  that  studies  in 
progress  at  the  time  of  the  proposal — in 
particular  the  evaluation  of  patient 
package  inserts  by  the  National 
Academy  of  Sciences’  Institute  of 
Medicine — be  completed  before  FDA 
undertakes  a  broad  patient  labeling 
program. 

A  number  of  other  comments 
contended  that  the  draft  regulatory 
analysis  was  deficient  in  estimating  the 
costs  of  the  proposed  regulations.  Some 
comments  argued  that  these  deficiencies 
warranted  ending  the  rulemaking,  while 
others  suggested  that  the  deficiencies 
indicated  a  need  for  further  studies  to 
assess  more  accurately  the  regulations’ 
costs  and  benefits. 

When  the  proposal  was  published  in 
July  1979,  FDA  was  expecting  to  receive 
a  report  under  an  agency  contract  with 
the  Institute  of  Medicine  (IOM).  The 
agency  intended  to  use  the  report  as  a 
basis  for  planning  its  evaluation  of 
patient  package  inserts.  In  August  1979, 
IOM  issued  its  report,  “Evaluating 
Patient  Package  Inserts.”  The  report 
assessed  the  current  information  about 
patient  labeling,  summarized  the  issues 
raised  for  and  against  it,  reviewed 
existing  research  and  data,  and 
identified  and  recommended  an  agenda 
for  future  research.  Significantly,  the 
IOM  report  supported  the  concept  of 
patient  package  inserts,  noting  that 
patients’  evaluation  of  the  package 
inserts  have  been  positive  and  that  little 
evidence  of  negative  effects  has  been 
shown.  Nevertheless,  IOM  concluded 
that  there  should  be  additional  research 
on  patient  package  inserts  under  actual 
conditions  of  use  instead  of  controlled 
experimental  studies. 

The  Regulatory  Analysis  Review 
Group  also  commented  on  FDA’s 
proposed  patient  package  inserts 
program.  (“RARG”  is  a  Federal 
interagency  review  group  created  by  the 
President,  chaired  by  the  Council  of 


Economic  Advisers,  staffed  by  the 
Council  on  Wage  and  Price  Stability, 
and  responsible  for  reviewing  regulatory 
analyses  accompanying  proposed  major 
regulations.)  RARG  recommended  that 
FDA  limit  the  scope  of  the  final 
regulations  to  a  few  drugs  and  use 
patient  package  inserts  for  those  drugs 
as  a  basis  for  a  pilot  program  to 
evaluate  the  costs  and  benefits  of  a 
broader  patient  package  inserts 
program.  It  also  urged  that  FDA  commit 
itself  to  applying  the  knowledge  gained 
during  the  initial  implementation  of 
patient  package  inserts  for  a  few  drugs 
to  the  expansion  of  the  program  to  more 
drugs.  RARG  recommended  that  the 
pilot  program  explore  the  merits  of 
alternative  distribution  systems  in 
addition  to  FDA’s  proposed  program  for 
providing  information  about  prescription 
drugs  to  patients. 

The  agency  has  carefully  considered 
the  IOM  recommendations  and  RARG’s 
comments,  as  well  as  other  comments 
that  have  urged  the  agency  to  proceed 
incrementally  in  expanding  the  patient 
package  inserts  program,  and  has 
decided  to  adopt  the  suggestions  that 
FDA  first  implement  patient  package 
inserts  for  a  small,  select  number  of 
prescription  drugs.  Thus,  the  initial 
program  will  implement  patient  package 
inserts  for  10  drugs  or  drug  classes 
during  an  initial  implementation  period 
of  about  three  years,  and  FDA  will 
evaluate  the  program’s  results  before 
applying  the  requirements  to  additional 
drugs.  The  agency  will  require  patient 
package  inserts  under  these  regulations 
for  any  other  drug  during  the  initial 
implementation  program  only  if  the 
agency  finds  that  the  safe  use  of  a  drug 
necessitates  patient  labeling. 

During  this  period,  FDA  will  further 
evaluate  the  costs  and  benefits  of  the 
requirements.  Before  applying  the 
requirements  to  additional  drug 
products  or  classes,  FDA  will  prepare 
and  publish  for  public  comment  a 
regulatory  analysis  that  applies  the 
information  obtained  during  the  initial 
period  to  whatever  patient  labeling 
requirements  the  agency  intends  to 
implement. 

Although  FDA  believes  that  there  is 
ample  evidence  of  the  value  of  patient 
package  inserts  in  helping  patients  use 
drug  products  safely  and  effectively,  the 
agency  agrees  that  additional  studies 
are  needed  to  confirm  the  costs  of  a 
mandatory,  nationwide  patient  package 
inserts  program,  whether  those  costs  are 
reasonable  in  terms  of  the  benefits  the 
program  provides,  and  also  to  verify  the 
best  way  to  convey  to  consumers 
information  about  prescription  drug 
products.  The  purpose  of  the  initial 
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program  period  is  to  obtain  this 
information  on  a  firsthand  basis. 

FDA  will  require  patient  package 
inserts  for  the  following  10  drugs  or  drug 
classes:  ampicillins,  benzodiazepines, 
cimetidine,  clofibrate,  digoxin, 
methoxsalen,  propoxyphene,  phenytoin, 
thiazides,  and  warfarin.  Elsewhere  in 
this  issue  of  the  Federal  Register,  the 
agency  is  publishing  draft  guideline 
patient  package  inserts  for  those  drugs 
and  drug  classes  and  asking  for  public 
comments  on  those  guidelines.  These 
drugs  and  drug  classes  were  selected 
both  because  the  agency  believes  that 
patient  package  inserts  for  these 
products  will  significantly  enhance  their 
safe  and  effective  use  and  also  because 
the  agency  believes  these  drugs  and 
drug  classes  are  appropriate  subjects  for 
selection  under  the  criteria  stated  in  the 
proposal  (44  FR  40031;  July  6, 1979)  for 
the  agency’s  program  to  study  further 
the  effects  of  patient  package  inserts. 

Comments  on  the  Proposal 

A  summary  of  the  substantive 
comments  on  the  proposal  and  the 
agency’s  responses  follow: 

1.  Several  comments  contended  that 
FDA  lacks  the  authority  to  require 
patient  package  inserts  for  prescription 
drug  products.  Comments  contended 
that  FDA’s  reliance  upon  sections  201(n) 
and  502(a)  of  the  Federal  Food,  Drug, 
and  Cosmetic  Act  (the  act)  as  authority 
for  the  proposed  regulations  is 
misplaced  because  those  provisions 
were  intended  to  apply  only  to 
affirmative  statements  a  manufacturer 
might  choose  to  make.  The  comments 
suggested  that  any  interpretation  of 
those  sections  to  authorize  FDA  to 
require  patient  package  inserts  for 
prescription  drug  products  would 
circumvent  the  intent  of  section  503(b)(2) 
of  the  act,  which  expressly  exempts 
prescription  drugs  from  the  requirements 
of  section  502(f)  of  the  act  relating  to 
adequate  directitfhs  for  use  and 
warnings  about  drug  products. 

One  comment  argued  that  a  decision 
to  require  patient  package  inserts  raises 
policy  questions  that  should  be 
addressed  by  Congress  and  not  FDA. 

The  comment  contended  that  the  act 
specifically  limits  the  content  of  the 
labeling  that  must  accompany  a 
prescription  drug  to  the  patient  to  the 
directions  for  use  and  cautionary 
statements,  if  any,  contained  in  the 
prescription.  Thus,  the  comment  argues 
that  the  statute  expressly  provides  that 
the  practitioner  determine  the  content 
and  extent  of  information  to  be  provided 
to  the  patient.  One  comment  also 
contended  that  the  Durham-Humphrey 
amendment  to  the  act  in  1951  and  its 
legislative  history  show  that  the  content 


of  prescription  drug  labeling  intended 
for  patients  is  controlled  by  section 
503(b)  of  the  act. 

These  comments  misunderstand  the 
applicable  statutory  requirements. 
Sections  502(a)  and  201(n)  do  not  apply 
only  to  affirmative  labeling  statements  a 
manufacturer  might  choose  to  make.  The 
language  of  section  201(n),  that  labeling 
is  misleading  if  it  fails  to  reveal  “facts 
*  *  *  material  with  respect  to 
consequences  which  may  result  from  the 
use  of  the  article  *  *  *  under  such 
conditions  as  are  customary  or  usual” 
clearly  contemplates  that  labeling,  in 
order  not  to  be  false  or  misleading,  may 
be  required  to  contain  information  in 
addition  to  that  which  relates  to 
affirmative  statements  a  manufacturer 
might  wish  to  make.  See,  for  example, 
Pasadena  Research  Laboratories,  Inc.  v. 
United  States,  169  F.2d  375,  383  (9th  Cir.) 
cert.  den.  335  U.S.  853  (1948);  American 
Frozen  Food  Institute  v.  Mathews,  413  F. 
Supp.  548,  554  (D.D.C  1976)  aff  d  553  F.2d 
1059  (D.C.  Cir.  1977);  Cosmetic,  Toiletry 
and  Fragrance  Association  v.  Schmidt, 
409  F.  Supp.  57  (D.D.C  1976). 

Section  503(b)(2)  of  the  act,  even 
though  it  exempts  prescription  drugs 
from  the  requirements  of  section  502(f) 
of  the  act,  does  not  prohibit  FDA  from 
imposing  a  requirement  under  section 
502(a)  that  pharmacists  dispense 
labeling  directed  to  the  patient  that  has 
been  prepared  by  drug  manufacturers 
and  is  intended  to  promote  the  safe  and 
effective  use  of  drugs.  Section  503(b)(2) 
of  the  act,  enacted  as  part  of  the  1951 
Durham-Humphrey  amendments,  was 
intended  to  remove  for  pharmacists 
certain  confusing  aspects  in  the 
dispensing  of  prescription  drugs  that 
arose  from  the  provisions  of  the  1938 
Federal  Food,  Drug,  and  Cosmetic  Act.  It 
was  not  directed  in  any  way  toward 
limiting  the  government’s  power  to 
require  pharmacists  to  dispense  labeling 
prepared  by  the  manufacturer  that  is 
specifically  directed  to  patients.  Indeed, 
the  Durham-Humphrey  amendments 
specifically  made  labeling  dispensed  by 
pharmacists  subject  to  the  provisions  of 
section  502(a)  of  the  act  and,  therefore, 
section  201(n)  of  the  act,  and  it  is  under 
those  provisions  that  this  regulation  is 
based.  This  interpretation  of  the  act  has 
been  upheld  with  respect  to  patient 
labeling  for  estrogenic  drug  products  in 
Pharmaceutical  Manufacturers 
Association  v.  Food  and  Drug 
Administration,  484  F.  Supp.  1179  (D. 
Del.  1980),  appeal  pending. 

FDA  disagrees  that  implementation  of 
its  patient  package  inserts  program 
should  await  further  Congressional 
action.  The  FDA  believes  that  existing 
authority  supports  issuance  of  the 


requirements.  Moreover,  recent 
legislative  proposals  indicate  that 
Congress  is  aware  that  these  patient 
package  inserts  regulations  are  pending, 
and  demonstrate  a  Congressional  desire 
that  they  be  placed  in  effect. 

Prescription  drugs  are  by  law  drugs 
which  may  be  habit  forming,  or  require 
professional  supervision  because  of 
toxicity  or  other  potential  for  harm.  Yet, 
avoidance  of  harm,  both  that  which  may 
arise  directly  from  the  drug,  or  that 
which  may  arise  because  of  its  failure  to 
work  properly  or  even  optimally,  may 
oftentimes  be  wholly  contingent  upon 
the  patient’s  proper  use  of  the  drug,  and 
his  or  her  ability  to  recognize  a  failure  of 
therapy  or  possibility  of  harm. 

Numerous  studies  document,  however, 
that  patients  are  unaware  to  a 
significant  extent  about  the  uses, 
potential  side  effects,  and  possible 
dangers  of  the  drugs  they  take.  For 
various  reasons,  patients  do  not  seek  to 
obtain  this  information  from  health 
professionals  and  frequently  forget  it 
even  when  it  is  provided.  Thus,  not  only 
do  patients  need  the  information  on 
uses,  side  effects,  proper  regimen,  etc., 
that  permits  effective  use,  they  also 
need  such  information  to  permit  safe  use 
of  prescription  drugs. 

General  patient  package  inserts 
requirements  need  not  be  based  on  a 
drug-by-drug  identification  of  specific 
hazards.  Rather,  general  requirements  . 
are  amply  justified  by  data 
demonstrating  that  there  i3  substantial 
noncompliance  by  patients  with  drug 
therapy,  that  providing  patients  with 
information  about  drugs  increases  the 
degree  to  which  they  use  them  properly, 
and  that  existing  drug-dispensing 
mechanisms  are  not  providing  the 
information  to  patients.  Studies 
demonstrate  high  rates  of  patient 
noncompliance  with  some  drug 
regimens,  from  50  to  80  percent,  and 
consistent  noncompliance  rates  of  30  to 
50  percent  for  a  wide  range  of  drugs  (44 
FR  40021).  Data  show  as  well  that 
patient  knowledge  about  drugs  improves 
compliance.  Id.  The  agency’s  patient 
package  inserts  requirement  is  intended 
to  provide  patients  with  the  types  of 
information  that  will  improve  their  use 
of  drugs.  Information  on  common  uses,  a 
drug’s  proper  use,  contraindications, 
adverse  effects,  and  safety  hazards  is 
basic  to  proper  drug  use,  and  includes 
information  that  patients  themselves 
thought  most  important  (44  FR  40022). 
Other  information  that  is  required 
reasonably  supplements  information  on 
drug  use  so  as  to  provide  patients,  in 
total,  with  comprehensive,  yet 
reasonably  short,  statements  about  the 
drugs  they  use. 
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While  data  show  that  patient  use  of 
prescription  drugs  would  be  improved 
with  patient  information,  studies  also 
show  that  patients  are  not  exposed  to 
drug  information.  A  great  percentage  of 
patients  have  been  shown  not  to  receive 
drug  information  from  physicians;  -an 
even  greater  number  fail  to  receive  it 
from  pharmacists.  Moreover,  even  when 
provided  orally,  and  understood 
(although  it  often  is  not  understood),  it  is 
not  remembered.  Id.  These  factors 
justify  FDA's  conclusion  that  the  failure 
to  provide  patients  with  written 
information  on  prescription  drugs  is  a 
failure  to  provide  them  with  “facts  *  *  * 
material  with  respect  to  consequences 
which  may  result  from  the  use”  of  those 
drugs,  and  justifies,  therefore,  a 
requirement  that  written  information  for 
prescription  drugs  be  provided  to 
patients. 

The  regulations  meet  the  requirements 
of  the  law  not  only  because  they  require 
that  certain  information  essential  to  safe 
and  effective  use  be  provided,  but  also 
because  they  permit  that  information  to 
be  organized  and  emphasized  on  a  drug- 
by-drug  basis  to  highlight  particular 
problems  and  to  stress  important 
information.  Thus,  as  evidenced  in  the 
FDA-prepared  patient  package  inserts 
guideline  for  ampicillin,  the  agency  has 
stressed  adherence  to  dosage  regimen 
rather  than  the  drug’s  adverse  effects 
because  patients  taking  antibiotics  may 
feel  better,  and  stop  taking  the  drug 
before  it  is  proper  to  do  so.  Similarly,  in 
the  case  of  benzodiazepines,  emphasis 
is  again  given  to  particular  problems, 
such  as  dependence  and  overuse,  which 
are  not  necessarily  emphasized  with 
respect  to  other  drugs.  The  regulations 
are  designed,  and  FDA’s  guideline 
package  inserts  specifically  account  for, 
the  fact  that  “straightjacketed”  content 
information  with  respect  to  drugs  may 
be  counterproductive.  In  short,  the 
regulations  provide  for  emphasis  to  be 
given  to  that  information  which  is  most 
material  to  the  safe  and  effective  use  of 
a  particular  prescription  drug. 

2.  One  comment  argued  that  FDA 
failed  to  identify  and  to  articulate 
clearly  the  objectives  of  its  proposed 
program  and  that  that  failure  impedes  a 
determination  of  the  program’s  potential 
beneficial  effects.  The  comment 
identified  the  following  possible 
objectives  of  a  patient  package  inserts 
program:  (1)  To  induce  physicians  to 
prescribe  drugs  more  rationally,  (2)  to 
provide  patients  with  the  information 
they  have  a  right  to  know  about 
prescription  drugs,  (3)  to  encourage  and 
motivate  patients  to  comply  with  their 
drug  therapy  program,  or  (4)  all  of  the 
above.  The  comment  suggested  that 


these  objectives  may  be  mutually 
contradictory  for  a  particular  drug 
product,  but  one  of  these  objectives  may 
justify  patient  package  inserts  for  a 
particular  product  depending  upon  the 
nature  of  the  product  and  the  condition 
or  disease  it  is  intended  to  treat.  The 
comment  added  that  FDA  had  failed 
both  to  state  its  objectives  for  the 
program  and  to  identify  the  objective  of 
patient  package  inserts  for  particular 
drug  products. 

Patient  package  inserts  are  intended 
both  to  provide  patients  with 
information  about  prescription  drug 
products  that  will  promote  their  safe 
and  effective  use  and  to  provide  patients 
with  adequate  and  meaningful 
information  sufficient  for  them  to 
participate  in  evaluating  the  benefits, 
risks,  and  proper  use  of  prescription 
drug  products.  The  agency  does  not 
believe  the  two  objectives  aie 
necessarily  contradictory,  but  it 
recognizes  that  one  or  the  other 
objective  may  properly  be  emphasized 
in  the  patient  package  inserts  for  a 
particular  product.  For  example,  patient 
package  inserts  for  a  product  that  is 
essentially  elective  might  emphasize 
risks  from  use  of  the  drug  so  patients 
can  make  an  informed  decision  about 
taking  it.  On  the  other  hand,  patient 
package  inserts  for  another  product 
might  emphasize  the  importance  of 
patient  compliance  with  the  prescribed 
therapy.  The  final  regulations  have  been 
modified  to  more  clearly  permit  the 
intended  flexibility.  Persons  preparing 
patient  package  inserts  for  a  particular 
drug  are  free  to  stress  certain 
information  pertinent  to  that  drug,  and 
to  format  the  inserts  to  achieve  the 
desired  emphasis. 

Although  the  agency  recognizes 
patient  package  inserts  may  affect 
prescribing  habits,  that  is  not  among  the 
primary  intended  effects  the  agency 
seeks  from  patient  package  inserts. 

3.  Several  comments  suggested  that 
the  only  support  for  a  patient  package 
inserts  program  comes  from  a  small 
group  of  special  interest  activists  and, 
thus,  no  real  need  for  the  program 
exists.  Comments  contended  that, 
although  FDA  surveys  show  that 
patients  who  had  received  patient 
package  inserts  for  oral  contraceptives 
favored  patient  package  inserts  for  other 
drugs,  the  surveys  do  not  show  that 
consumers  are  willing  to  pay  for  this 
information  through  increased 
prescription  drug  prices.  One  comment 
suggested  that  before  issuing  a  final 
regulation  FDA  should  conduct  a 
thorough  study  to  determine  consumer 
attitudes  towards  patient  package 


inserts  and  whether  consumers  believe 
their  benefits  would  justify  their  costs. 

Although  support  for  patient  package 
inserts  has  been  expressed  most 
forcefully  by  consumer  activists,  the 
agency’s  surveys  of  consumers, 
including  those  who  have  not  been 
exposed  to  patient  package  inserts, 
confirm  that  consumer  activists’  views 
accurately  reflect  broad  support  for 
them.  Agency  experience  also  suggests 
that  consumers  are  willing  to  absorb 
some  increased  costs  as  a  result  of 
patient  package  inserts.  For  example,  on 
April  1, 1980,  the  Commissioner  of  Food 
and  Drugs  appeared  on  a  show  on 
QUBE  television  in  Columbus,  Ohio.  The 
show  allowed  viewers  to  signal  their 
responses  to  questions  that  appeared  on 
the  television  screen  by  means  of  a 
small  box  attached  to  their  television 
sets.  The  responses  from  viewers  are 
immediately  tabulated.  There  were  two 
airings  of  the  television  show  (at  noon 
and  at  7  p.m.)  at  which  time  television 
viewers  answered  a  series  of  questions 
about  patient  package  inserts.  A  copy  of 
the  questions  and  responses  are  on  file 
in  the  FDA  Hearing  Clerk’s  office.  Some 
highlights  of  this  survey  are:  Sixty-nine 
percent  of  the  noon  and  57  percent  of 
the  evening  viewers  said  they  were 
willing  to  pay  an  extra  30  cents  a 
prescription  to  receive  patient  package 
inserts.  Of  those  not  willing  to  pay  30 
cents,  69  percent  of  the  noon  and  64 
percent  of  the  evening  viewers  said  they 
were  willing  to  pay  an  extra  10  cents. 
Sixty-seven  percent  of  the  noon  viewers 
and  59  percent  of  the  evening  viewers 
wanted  patient  package  inserts 
delivered  with  the  prescription  (only  8  to 
9  percent  requested  a  reference  book  at 
the  pharmacy).  About  39  to  40  percent 
wanted  patient  package  inserts  for  all 
drugs  and  33  to  34  percent  wanted 
inserts  for  those  drugs  selected  by  FDA. 
Only  twenty-three  percent  of  the  noon 
viewers  and  19  percent  of  the  evening 
viewers  wanted  patient  package  inserts 
made  available  only  when  they 
requested  it.  While  this  television 
survey  does  not  represent  a  statistical 
cross-section  of  the  entire  population,  it 
reaffirms  other  data  that  patients  both 
want,  and  are  willing  to  pay  for,  patient 
labeling. 

4.  Several  comments  contended  that 
health  care  professionals  recognize 
patients’  rights  to  information  about 
prescription  drugs,  are  sensitive  to 
patients’  needs  for  information,  and 
have  already  taken  action  adequate  to 
resolve  the  problem.  Although  one 
comment  recognized  that  some  health 
care  professionals  do  not  provide 
adequate  drug  information  to  patients, 
the  comment  noted  that  professional 
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schools  have  recently  emphasized  the 
responsibility  of  their  graduates  to 
provide  drug  use  information  to  patients 
and,  thus,  health  care  professionals  can 
be  relied  upon  to  provide  this 
information  to  patients.  Another 
comment  suggested  that  FDA  should 
work  with  health  care  professionals  to 
encourage  voluntary  and  individualized 
patient  education  activities.  Several 
comments  suggested  that  patient 
package  inserts  would  replace  other 
current  sources  of  prescription  drug 
information  for  patients,  thus  denying 
patients  information  at  the  time  the  drug 
is  prescribed  and  providing  it  only  at  the 
time  the  drug  is  dispensed  and  in  a  form 
patients  may  find  less  useful  than  a 
discussion  with  the  dispenser. 

FDA  has  continuously  recognized  the 
very  important  role  that  health  care 
professionals,  particularly  physicians, 
nurses,  and  pharmacists,  play  in 
providing  information  to  patients  about 
prescription  drug  products.  FDA  has 
repeatedly  emphasized  that  patient 
package  inserts  are  not  intended  to 
supersede  the  important  individualized 
instruction  that  health  care 
professionals  are  able  to  provide 
patients  but,  instead,  is  intended  to 
supplement  individualized  instruction, 
in  part  by  promoting  a  dialogue  between 
health  care  professionals  and  patients. 
There  is  nothing  in  FDA’s  program  that 
is  intended,  much  less  that  has  been 
shown,  to  impede  such  a  dialogue.  The 
agency  believes  that  written 
prescription  drug  information  of  the  type 
FDA  is  requiring  will  improve 
communication  of  important  information 
to  patients,  will  successfully  augment 
the  information  provided  orally  by 
health  care  professionals,  will  help 
patients  remember  the  information  and, 
finally,  will  likely  promote 
communication  between  health  care 
professionals  and  patients. 

At  the  same  time,  while  fully  aware  of 
the  valuable  contribution  made  by  many 
health  professionals,  the  agency 
recognizes  that  in  many  cases  health 
care  professionals  fail  to  provide 
important  information  about 
prescription  drugs  to  patients.  Moreover, 
although  comments  indicate  that  there  is 
increased  concern  on  the  part  of  the 
professions  for  providing  consumers 
with  drug  information,  there  is  little  to 
indicate  that  those  programs  are  having 
any  substantial  effect  on  the  quality  of 
information  reaching  the  patient. 

Several  studies  cited  in  the  preamble  to 
the  proposal  show  that  health  care 
professionals  simply  do  not  provide 
information  to  patients  about 
prescription  drug  products  (44  FR  40020; 
July  6, 1979).  To  supplement  these 


studies,  FDA  recently  conducted  a 
telephone  survey  of  consumers  about 
drug  information  they  received  the  last 
time  a  prescription  was  filled.  About 
half  the  consumers  in  the  study  stated 
that  the  practitioner  gave  them 
instructions  about  use  of  the  drug  and 
disclosed  the  purpose  of  the  drug;  only 
about  one-fourth  stated  that  the 
pharmacist  told  them  something  about 
the  drug.  The  consumers  said  that  even 
when  information  was  provided,  side 
effects  and  precautionary  information 
were  rarely  mentioned.  A  copy  of  this 
study  has  been  placed  on  public  display 
in  the  FDA  Hearing  Clerk’s  office. 

Another  agency  study  suggests  that  a 
significant  number  of  pharmacists  do 
not  counsel  patients  about  the 
prescription  products  they  purchase. 

FDA  employees  (who  did  not  identify 
themselves  as  being  from  FDA)  visited 
271  randomly  selected  pharmacies  in  20 
cities  to  fill  prescriptions  for  estrogenic 
drugs,  for  which  patient  labeling  is  now 
required  by  FDA  regulation  (21  CFR 
310.515).  Only  39  percent  of  the 
pharmacies  spontaneously  dispensed 
patient  labeling  to  the  person  who 
presented  the  prescription  and  only  28 
percent  orally  counseled  the  individual. 
Moreover,  because  the  agency 
employees  asked  for  patient  labeling  if  it 
was  not  delivered  spontaneously,  it  is 
unclear  if  the  counseling  was 
spontaneous  or  due  to  patient  initiated 
questioning.  A  copy  of  this  study  has 
been  placed  on  public  display  in  the 
FDA  Hearing  Clerk’s  office. 

5.  Many  comments  recommended 
alternative  ways  of  providing  patients 
with  information  about  prescription 
drugs.  Comments  suggested  the 
following  alternatives  to  FDA’s 
proposed  patient  package  inserts 
requirements:  Booklets  for  patients 
containing  general  information  about 
prescription  drug  use;  booklets  for 
patients  about  specific  diseases, 
injuries,  or  other  conditions;  less 
extensive  general  instructions  for 
patients  about  use  of  particular  drugs 
(for  example,  instructions  about  whether 
to  take  the  drug  with  or  before  meals), 
with  space  for  physicians  to  add 
individualized  information  or  warnings; 
and  compilations  of  patient  information 
in  pharmacies  about  most  commonly 
prescribed  or  other  important 
prescription  drug  products.  One 
comment  suggested  that  a  paperback 
booklet  of  patient  labeling  be  placed  on 
sale  at  pharmacies  for  patients 
interested  in  further  information  about 
prescription  drugs.  A  comment 
suggested  that  in  place  of  patient 
package  inserts,  pharmacists  should  be 
required  to  provide  patients  with  a 


written  statement  that  the  patient  can 
obtain  information  orally  from  the 
pharmacist  about  prescribed  drugs. 
Comments  suggested  that  FDA  require 
practitioners  or  dispensers  to  counsel 
patients  about  prescription  drug 
products.  Other  comments  suggested 
that  dispensers  be  required  to  make 
available  a  book  of  patient  labeling  that 
patients  could  review  when  a  product  is 
prescribed  or  dispensed. 

The  agency  now  believes  that  the 
alternatives  suggested  are  unlikely  to 
meet  the  needs  of  patients  for 
prescription  drug  information.  Currently 
available  books  about  prescription 
drugs  are  relatively  costly.  In  addition, 
labeling  information  for  individual  drugs 
is  likely  to  change  over  time,  requiring 
the  patient  to  purchase  a  revised  book. 
Although  both  reference  books  available 
when  the  drug  is  dispensed  and  oral 
counseling  would  provide  information  to 
the  patient,  both  would  also  make  it 
difficult  for  the  patient  to  review  the 
information  during  the  course  of 
therapy.  Moreover,  the  patient  is 
unlikely  to  remember  all  of  the 
important  information  he  or  she  reads  in 
the  reference  book  or  obtains  from  the 
practitioner  or  dispenser.  Also,  many 
patients  do  not  have  their  prescriptions 
filled  themselves,  but  rely  upon  others  to 
obtain  the  prescribed  drug  at  the 
pharmacy,  a  practice  that  clearly 
reduces  the  patient’s  exposure  to  the 
health  professional,  and  compromises 
the  quality  of  the  information  that  would 
result  from  a  face-to-face  exchange. 
Finally,  it  is  impossible  to  assume  that 
patients  who  generally  are  unfamiliar 
with  prescription  drugs  will,  when  a 
drug  product  is  dispensed,  initiate  a 
discussion  to  obtain  all  of  the 
information  they  may  subsequently  need 
for  the  safe  and  effective  use  of  the 
product. 

For  these  reasons,  FDA  believes  that 
alternative  distribution  systems  for  drug 
specific  information  have  not  yet  been 
shown  to  be  adequate.  Nevertheless, 
during  the  agency’s  initial  program,  FDA 
intends  to  permit  studies  of  alternative 
distribution  systems  for  information 
about  the  10  drugs  or  drug  classes  that 
will  be  subject  to  the  regulations.  A  new 
provision  has  been  added  to  the 
regulations,  §  203.35  (21  CFR  203.35), 
which  establishes  procedures  by  which 
manufacturers,  distributors,  and 
dispensers  may  substitute,  with  FDA 
approval,  alternative  dispensing 
procedures  (and  the  corresponding 
distribution  practices)  for  those 
specified  in  the  regulations. 

In  addition,  FDA  will  welcome  studies 
of  voluntary  programs  for  provision  of 
patient  information  for  drugs  or  drug 
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classes  other  than  the  10  subject  to  the 
regulations.  FDA  officials  are  willing  to 
consult  with  those  planning  such 
studies. 

6.  Comments  suggested  that  sticker 
labels  placed  directly  on  the  container 
dispensed  to  patients,  which  are  used 
now  by  many  dispensers,  provide 
adequate  information  for  patients  to  use 
prescription  drug  products  properly. 

Although  the  agency  believes  that 
sticker  labels  are  important  reminders  to 
patients  about  certain  limited  aspects  of 
the  proper  use  of  prescription  drug 
products,  they  lack  the 
comprehensiveness  of  patient  package 
inserts.  For  example,  sticker  labels  often 
do  not  provide  enough  information  to 
patients  for  them  to  monitor  and  react  to 
adverse  reactions  that  may  occur  from 
the  use  of  the  drug  product.  Thus,  the 
agency  believes  that  sticker  labels  can 
be  useful  adjuncts  to,  but  not 
replacements  for,  patient  package 
inserts. 

7.  Some  comments  suggested  that 
dispensers  should  be  required  to  provide 
the  patient  with  the  currently  available 
professional  labeling  for  the  drug 
product.  According  to  the  comment, 
providing  patients  with  professional 
labeling  would  eliminate  the 
development,  production,  and  review 
costs  of  preparing  specific  patient 
labeling. 

Providing  patients  with  professional 
labeling  rather  than  patient  package 
inserts  would  not  fulfill  the  needs  of 
most  patients  for  understandable 
information  about  prescription  drug 
products.  Although  the  agency 
encourages  dispensers  to  provide  a  drug 
product’s  professional  labeling  to 
patients  who  request  it,  that  labeling  is 
too  technical  for  most  patients  to 
understand.  Thus,  the  agency  believes 
patient  package  inserts  written  in 
nontechnical  language  and  directed 
specifically  to  the  patient  are  more 
likely  to  provide  the  patient  with 
information  he  or  she  can  rely  upon  to 
use  the  drug  product  properly.  Finally, 
as  reflected  in  the  agency’s  regulatory 
analysis,  little  of  the  cost  of  a  patient 
package  inserts  program  is  attributable 
directly  to  the  development  of  the  text  of 
the  insert.  Thus,  the  distribution  of 
professional  labeling  would  likely 
reduce  by  only  a  very  small  amount  the 
overall  cost  of  the  program. 

8.  Comments  suggested  that  FDA  can 
meet  its  objectives  for  patient  labeling 
by  requiring  dispensers  to  use  the 
United  States  Pharmacopeia  Dispensing 
Information  (U.S.P.  DI),  a  book  which 
contains  dispensing  information  about 
several  thousand  drug  dosage  forms. 
Other  comments  expressed  the  view 
that  the  U.S.P.  approach  for  devising 


patient  drug  information  is  superior  to 
that  proposed  by  FDA  in  that  it  sets 
forth  a  broadly  based,  coordinated 
system  of  widely  reviewed  written  and 
oral  information  for  patients.  A 
comment  noted  that  national 
distribution  and  use  of  the  U.S.P.  DI  and 
spinoffs  from  it  are  already  underway 
and  observed  that  the  U.S.P.  program 
permits  the  dissemination  of  drug 
information  in  a  number  of  different 
ways.  The  comment  envisioned  that  in 
the  short-term,  pharmacies  and 
hospitals  will  purchase  and  make 
available  to  patients  copies  of  the  U.S.P. 
DI  and  that  eventually  pharmacies, 
physicians,  and  dispensers  will 
photocopy  or  order  printed  materials 
based  on  the  U.S.P.  DI  texts  in  the  form 
of  leaflets  and  pads  which  will  then  be 
distributed  to  individual  patients.  The 
comment  said  that  it  would  be  arbitrary 
and  capricious  to  adopt  the  agency 
proposal  in  the  absence  of  a 
demonstration  that  FDA  had  considered 
the  U.S.P.  alternative.  The  comment 
stated  that  FDA  should  not  establish 
patient  package  inserts  regulations  to 
implement  another  program  until 
experience  with  the  U.S.P.  DI  is 
obtained  and  evaluated.  Finally,  the 
comment  offered  the  opinion  that  the 
U.S.P.  is  the  best  organization  to  provide 
patient  information  because  its 
expertise  lies  in  developing  drug 
information  that  is  reviewed  by 
hundreds  of  professionals  around  the 
country. 

The  agency  recognizes  the  expertise 
and  resources  of  the  U.S.P.  Indeed,  FDA 
has  met  on  several  occasions  in  the  past 
few  years  with  the  U.S.P.,  and  with 
other  private  developers  of  patient 
information  about  prescription  drugs. 
Each  of  these  groups  has  asked  FDA  to 
approve  its  program  for  providing 
prescription  drug  information  to 
patients.  The  agency  does  not,  however, 
believe  that  any  private  organization 
should  be  designated  as  the  sole  official 
source  of  drug  information  for  patients. 
Moreover,  FDA  has  reviewed  the 
content  and  methods  of  distribution  of 
patient  information  systems  including 
the  U.S.P.  DI,  and  believes  that  none  of 
them  is  now  an  acceptable  alternative  to 
its  program.  Some  of  them  leave  out 
important  warnings,  while  others  state 
that  drugs  are  used  in  ways  not  stated  in 
the  drug’s  official  labeling.  Moreover, 
there  is  evidence  that  very  little  of  the 
information  in  these  systems  actually 
reaches  patients.  Thus,  the  agency  has 
concluded  that  the  program 
implemented  by  this  final  rule  will  offer 
benefits  measurably  greater  than 
available  alternatives. 


As  noted,  however,  FDA  hopes  to 
receive  requests  from  private 
organizations,  including  the  U.S.P.,  to 
implement  alternative  dispensing 
schemes. 

9.  One  comment  suggested  that  FDA 
augment  its  patient  package  inserts 
program  with  a  public  awareness 
campaign  to  inform  consumers  that 
patient  package  inserts  are  available. 
Another  comment  suggested  that  FDA 
require  pharmacies  to  post  signs 
informing  patients  that  they  have  the 
right  to  request  inserts  for  any 
prescriptions  drug.  The  comment 
recommended  that  such  signs  should 
state  that  patients  can  review  the  inserts 
and  that  the  patient  may  obtain  them 
notwithstanding  a  direction  in  the 
prescription  by  the  practitioner  that  the 
patient  not  be  given  any  written 
information.  A  comment  also  suggested 
that  FDA  sponsor  a  program  to  make 
health  care  professionals  aware  of  the 
importance  of  providing  information 
about  prescription  drugs  to  patients. 

The  agency  believes  that  FDA-  and 
privately-sponsored  information 
campaigns  about  patient  package  inserts 
are  desirable  and  in  implementing  later 
phases  of  the  program  will  consider  how 
best  to  inform  the  public  about  the 
availability  of  patient  package  inserts 
for  drugs  subject  to  the  program.  At 
present,  however,  FDA  believes  it  would 
be  premature  to  develop  broad-based 
promotional  campaigns  or  to  require  the 
posting  of  signs.  The  final  regulations 
are  structured  so  that  patients  will 
receive  patient  package  inserts  for  the 
10  drugs  or  drug  classes  without  asking 
for  them,  and  the  evaluation  program 
should  yield  data  about  whether  there  is 
a  need  to  remind  patients  of  their  right 
to  obtain  them. 

10.  Several  comments  complained  that 
FDA  has  given  inadequate  attention  to 
the  potential  effects  of  the  patient 
package  inserts  regulations  on  the  civil 
tort  liability  of  manufacturers, 
distributors,  and  dispensers  of 
prescription  drug  products.  One 
comment  noted  that  the  manufacturer  of 
a  prescription  drug  product  is  now  often 
exempt  from  strict  liability  for  injuries  to 
a  consumer  of  the  product  if-the  product 
is  properly  prepared  and  labeled  for 
professionals.  The  comment  suggested 
that  these  patient  package  inserts 
requirements  will  deprive  manufacturers 
of  this  exemption  and,  thus,  significantly 
increase  their  liability  exposure.  The 
comment  contended  that,  despite  FDA’s 
analysis  in  the  proposal,  patient 
package  inserts  regulations  would 
create  a  duty  for  manufacturers  to  warn 
patients,  a  new  duty  which  is  not,  as 
FDA  suggested,  in  keeping  with 
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traditional  notions  of  legal 
responsibility.  Thus,  to  establish  patient 
package  inserts  requirements  that  do  not 
increase  the  tort  liability  of  drug 
manufacturers,  the  comment  contended 
that  FDA  should  require  manufacturers 
to  distribute  patient  package  inserts  that 
exactly  reproduce  a  text  written  by  FDA 
and  which  FDA  finds  is  adequate  to 
warn  patients  about  the  use  of  the  drug 
product.  Another  comment  suggested 
that  manufacturers  would  seek  to 
reduce  their  potential  liability  exposure 
by  producing  very  detailed  and 
unbalanced  inserts. 

The  agency  has  considered  the 
potential  effects  of  the  patient  package 
inserts  regulations  on  the  civil  tort 
liability  of  manufacturers,  distributors, 
and  dispensers  of  prescription  drug 
products,  and  concludes  that  the 
commenter’s  fears  about  potential 
increases  in  liability  are  exaggerated. 

No  evidence  has  been  presented  that 
patient  labeling  currently  required  by 
FDA  regulation  has  caused  a  noticeable 
change  in  tort  rules  affecting  civil 
liability.  In  addition,  as  stated  in  the 
preamble  to  the  proposal  (44  FR  40023; 
July  6, 1979),  the  agency  believes  that  to 
the  extent  that  patient  package  inserts 
promote  the  safe  and  effective  use  of 
prescription  drugs  it  is  equally  likely 
that  patient  package  inserts  will  result 
in  reduced  potential  liability.  While  the 
agency  is  not  unconcerned  about  the 
effects  of  patient  package  inserts  on 
civil  tort  liability  of  manufacturers, 
distributors,  and  dispensers,  it  has  not 
been  persuaded  that  the  potential 
effects  of  the  patient  package  inserts 
program  on  their  civil  liability  should  be 
dispositive  of  whether  the  agency 
should  establish  patient  package  inserts 
requirements. 

11.  Several  comments  argued  that  the 
agency  should  evaluate  its  patient 
package  inserts  program  under  the 
standards  for  safety  and  effectiveness 
that  the  agency  applies  to  new  drugs 
under  section  505  of  the  act.  The 
comments  contended  that  the  agency 
should  not  establish  final  requirements 
until  it  has  demonstrated  through 
adequate  and  well-controlled 
investigations,  including  clinical 
investigations,  that  patient  package 
inserts  will  not  harm  patients  and  that 
they  will  have  their  intended  effects. 

The  statutory  standards  for 
determining  whether  a  drug  is  safe  and 
effective  are  not  applicable  to  an 
evaluation  of  patient  package  inserts. 

As  noted,  however,  the  agency  does 
intend  to  conduct  a  careful  evaluation  of 
the  initial  implementation  program. 


Definitions 

12.  Comments  asked  that  the  acts  of 
dispensing  and  administering  a  drug  be 
clarified. 

The  definition  of  the  term  “dispense” 
in  the  regulations  includes  both  the  act 
of  giving  a  quantity  of  a  drug  product  to 
the  patient,  or  to  the  patient’s  agent,  for 
that  patient  to  self-administer  (for 
example,  a  10-day  supply  of  tablets  or 
capsules),  and  the  act  of  administering 
the  drug  directly  to  the  patient  (for 
example,  a  single  injection  administered 
by  a  health  care  professional). 

13.  One  comment  suggested  that  the 
agency  adopt  the  term  “prescriber” 
instead  of  the  term  “practitioner”  to 
identify  an  individual  who  prescribes 
drug  products,  because  the  term 
practitioner  might  be  understood  to 
apply  to  health  care  professionals  who 
do  not  prescribe  drug  products.  The 
comment  also  suggested  that  the  agency 
adopt  the  phrase  “professional  labeling" 
instead  of  the  phrase  “practitioner 
labeling”  to  refer  to  the  labeling 
currently  required  under  §  201.100  for 
prescription  drugs.  The  comment 
contended  that  the  use  of  the  term 
practitioner  labeling  suggested  that  the 
labeling  was  intended  only  for 
prescribes  of  drug  products  although 
the  labeling  is  intended  for,  and  used  by, 
other  health  care  professionals. 

The  agency  does  not  believe  the  term 
“practitioner”  which  is  defined  in  the 
regulations,  will  be  misunderstood.  As 
noted  in  the  proposal,  the  term  is  that 
used  in  proposed  legislation  now  before 
Congress.  The  agency  has,  however, 
adopted  the  term  “professional  labeling" 
to  refer  to  the  labeling  currently  required 
for  prescription  drugs  under  §  201.100(d) 
(21  CFR  201.100(d)). 

Content  of  Patient  Package  Inserts 

14.  One  comment  objected  to  the 
requirements  in  §  203.20(a)(1)  that 
patient  package  inserts  be  written  in 
nontechnical  language  and  be 
nonpromotional  in  tone  or  content.  One 
comment  contended  that  the  phrase 
“nontechnical  language”  must  be 
precisely  defined  and  that  certain 
scientific  and  medical  terms  may  have 
to  be  used  in  patient  package  inserts 
although  they  are  considered  to  be 
technical.  Another  comment  asked 
whether  FDA  considers  an  illustration  of 
the  drug  product  in  the  labeling  to  be 
promotional. 

Because  the  use  of  some  technical 
terms  in  patient  package  inserts  may  be 
unavoidable,  the  agency  concludes  that 
the  occasional  use  of  technical  terms, 
where  justified,  will  comply  with  the 
requirement.  When  the  use  of  technical 
terms  is  unavoidable,  however, 


manufacturers  are  urged  to  use 
definitions,  examples,  or  illustrations. 

The  agency  will  not  consider  the 
inclusion  in  the  inserts  of  an  illustration 
of  the  drug  product  to  be  promotional, 
and  it  encourages  manufacturers  to  use 
illustrations  to  help  patients  match  the 
patient  package  inserts  with  the  drug 
product. 

15.  One  comment  asked  whether 
patient  package  inserts,  which  are 
required  under  §  201.20(a)(2)  to  be  based 
on  the  professional  labeling  for  the  drug 
product  required  under  §  201.100(d)  (21 
CFR  201.100(d)),  would  also  be  required 
to  be  revised  each  time  the  professional 
labeling  is  revised.  Another  comment 
urged  that  the  approval  of  a  new  drug 
product  should  not  be  delayed  by  the 
development  of  patient  package  inserts 
for  the  product. 

The  agency  advises  that  a  change  in 
the  professional  labeling  of  a  drug 
product  would  require  that  the  patient 
package  inserts  be  revised  if  the 
unrevised  patient  package  inserts  could 
no  longer  be  considered  to  be  based 
upon  the  professional  labeling. 

The  agency  does  not  believe  that  the 
development  of  patient  package  inserts 
for  a  new  drug  would  delay  its  approval. 
Because  patient  package  inserts  are 
required  to  be  based  upon  the  product’s 
professional  labeling,  patient  package 
inserts  can  be  developed  when  the 
professional  labeling  is  developed,  and 
the  agency  will  review  them 
concurrently.  The  agency  notes  that 
§  203.30(c)  provides  that  patient  package 
inserts  may  ordinarily  be  put  into  use 
without  advance  approval  by  FDA. 

16.  Some  comments  stated  that 
information  about  a  prescribed  drug 
product  should  be  directed  at  each 
patient  individually  and,  thus, 
standardized  patient  package  inserts  are 
inappropriate.  Other  comments 
suggested  providing  space  on  the  patient 
package  inserts  for  the  practitioner  or 
pharmacist  to  personalize  the  inserts. 
One  comment  suggested  the  use  of  a  “fill 
in  the  blank”  leaflet  that  could  be 
personalized  by  the  practitioner  or 
pharmacist. 

The  agency  agrees  that  patients 
should  be  given  individualized 
information  about  both  their  condition 
and  their  prescribed  drugs,  but  believes 
that  individualized  information  can  best 
be  provided  by  the  patient’s  practitioner, 
pharmacist,  or  other  health  care 
professional.  Patient  package  inserts  are 
not  intended  to  be  a  substitute  for  the 
information  provided  by  the  patient’s 
physician  or  pharmacist  nor  do  they 
preclude  them  from  informing  the 
patient  about  the  drug.  Instead,  their 
purpose  is  to  supplement  that 
instruction,  a  purpose  that  the  agency 
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believes  can  be  fulfilled  by  inserts 
containing  standardized  information 
about  drugs. 

17a.  One  comment  interpreted  the 
proposed  regulations  as  stipulating  a 
particular  presentation,  and  suggested 
that  would  result  in  patient  package 
inserts  written  in  a  manner  and  style 
indistinguishable  from  professional 
labeling.  Another  comment  suggested 
that  the  headings  required  in  patient 
package  inserts  should  be  the  same  as 
the  section  headings  required  for 
professional  labeling  under  §  201.57  [21 
CFR  201.57).  The  comment  suggested 
that  the  use  of  the  same  headings  in 
both  professional  and  patient  package 
inserts  would  help  patients  use  and 
understand  the  more  detailed 
professional  labeling. 

The  agency  believes  that  patient 
package  inserts  should  be  designed  to 
provide  patients  with  information  about 
prescription  drugs  independent  of  other 
materials,  including  professional 
labeling.  Although  the  use  of  the  same 
section  headings  and  format  in  both 
professional  and  patient  package  inserts 
may  benefit  those  patients  who  review 
the  professional  labeling,  and  may  help 
practitioners  locate  information  in 
patient  package  inserts,  it  may  also 
result  in  patient  package  inserts  that  are 
more  technical  than  are  necessary,  and 
thus  less  useful  to  patients.  Parroting  the 
format  of  professional  labeling  would 
also  restrict  the  ability  of  manufacturers 
to  create  inserts  that  are  more  attractive 
to  patients  and  more  readable. 
Accordingly,  the  agency  is  not 
persuaded  that  it  should  require 
professional  and  patient  package  inserts 
to  share  the  same  format  and  section 
headings.  Nevertheless,  the  agency  has 
revised  the  requirements  in  §  203.20  for 
the  content  of  patient  package  inserts  to 
more  closely  parallel  the  requirements 
in  §  201.57  (21  CFR  201.57)  on  the 
content  of  professional  labeling  to  help 
manufacturers  ensure  that  the  inserts 
are  based  on  the  drug’s  professional 
labeling.  For  example,' 'the  agency  has 
now  grouped  under  the  heading 
“cautions”  requirements  concerning 
drug  interactions,  use  in  pregnant  or 
nursing  women,  children,  and  the 
elderly,  and  the  drug’s  carcinogenic 
potential,  information  that  is  required  to 
appear  under  the  heading  "precautions” 
in  professional  labeling  (21  CFR 
201.57(f)). 

17b.  One  comment  urged  that  the 
regulation  require  that  patient  package 
inserts  be  standardized  in  format  and 
content.  The  comment  suggested  that  to 
permit  manufacturers  to  adopt  various 
type  sizes,  type  faces,  colors,  papers, 
graphics,  and  other  features  for  patient 


package  inserts  would  confuse  the 
patient.  Moreover,  the  comment  argued 
that  a  standard  format  and  content 
would  eliminate  the  possibility  that 
patient  package  inserts  could  be  used 
promotionally.  One  comment  suggested 
FDA  simply  require  that  patient  package 
inserts  be  a  word-for-word  reproduction 
of  the  FDA-prepared  guideline. 

FDA  advises  that  it  has  deliberately 
established  performance  rather  than 
design  requirements  for  patient  package 
inserts  so  that  manufacturers, 
distributors,  and  dispensers  may  utilize 
their  own  knowledge  and  experience  in 
designing  the  inserts,  and  can  compete 
on  the  basis  of  their  success  in  achieving 
presentations  desirable  to  patients, 
pharmacists,  and  practitioners.  All  that 
is  required  is  that  the  patient  package 
inserts  comply  with  the  objectives  set 
forth  in  the  underlying  regulations.  As 
an  aid  to  small  businesses  and  others 
who  lack  resources  to  or  prefer  not  to 
design  their  own  patient  package 
inserts,  FDA  will  provide  guidelines  for 
the  10  drugs  and  drug  classes  to  which 
the  initial  program  applies. 

Persons  who  copy  these  guidelines 
and  fill  in  a  few  specific  items  of 
information  can  be  assured  that  their 
inserts  comply  with  the  final  regulations. 
However,  requiring  the  adoption  of  the 
precise  wording  of  FDA  guideline  would 
deter  others  from  developing  patient 
package  inserts  that  may  be  a3 
satisfactory,  if  not  more  so,  than  the 
FDA-prepared  inserts.  Moreover, 
requiring  precise  wording  or  formatting 
through  regulations  would  mean  that 
any  revision  would  require  new 
rulemaking,  delaying  the  incorporation 
of  new  important  information  or  better 
methods  of  presentation. 

18.  Several  comments  objected  to  the 
requirement  that  patient  package  inserts 
contain  a  summary  of  the  product’s 
major  indications,  contraindications, 
serious  adverse  reactions,  and  potential 
safety  hazards,  and  urged  that  the  terms 
be  defined.  Another  comment  suggested 
that  the  summary  minimizes  the 
importance  of  the  patient  complying 
with  the  drug  treatment  program, 
because  it  does  not  contain  information 
about  the  importance  of  that  goal  of 
patient  package  inserts.  One  comment 
urged  that  information  about  the  effects 
of  the  drug  on  pregnant  women  and 
infants  should  be  placed  in  the 
summary.  One  comment  stated  that  it  is 
important  that  the  summary  be 
comprehensible  to  a  large  number  of 
people  with  poor  reading  skills.  A 
comment  suggested  that  the  summary 
would  allow  patients  to  ignore  the 
detailed  patient  package  inserts 
information.  Another  comment  believed 


the  requirement  of  a  summary  in 
addition  to  detailed  information  in 
patient  package  inserts  would  increase 
the  likelihood  that  more  patients  would 
get  at  least  a  minimal  amount  of 
essential  information  about  the  drug 
product. 

The  agency  believes  that  the 
advantages  offered  by  the  summary 
outweigh  the  potential  disadvantages 
the  comments  see  in  the  use  of  a 
summary.  The  summary  should  be 
especially  useful  to  patients  who  may  be 
unwilling  to  read  the  more  detailed 
information.  Patients  who  read  both  will 
benefit  from  the  emphasis  given  to 
important  information.  The  requirement 
provides  for  flexibility  in  the  content  of 
the  summary.  Thus,  any  information 
about  a  drug  within  the  general 
requirements  can  be  emphasized  if  that 
information  is  particularly  important  for 
patients. 

The  language  of  the  final  regulation 
has  been  modified  slightly.  The  words 
“common  uses”  and  “when  it  should  not 
be  used”  have  been  substituted  for 
references  to  indications  and 
contraindications  to  better  reflect  that  it 
is  a  summary  that  is  required.  In  - 
addition,  the  agency  believes  the 
summary  is  the  proper  place  to  advise 
patients  to  read  the  leaflet  and  to  keep  it 
for  future  use,  and  has  modified  the 
summary  provision  accordingly. 

19.  Several  comments  urged  that  the 
proposed  requirement  that  a  dispenser 
put  its  name  on  patient  package  inserts 
if  the  dispenser’s  name  and  place  of 
business  appears  on  the  drug  container 
label,  be  deleted.  Other  comments 
contended  that  if  under  the  proposed 
requirement  chain  drug  stores  are 
required  to  individualize  the  inserts  for 
each  store  belonging  to  the  chain,  they 
could  not  prepare  and  distribute  generic 
forms.  Thus,  a  chain  drug  store  with  a 
large  number  of  pharmacies  would  have 
to  prepare  individual  inserts  for  each 
pharmacy. 

The  agency  advises  that  the 
dispenser’s  name  may  be  used,  but  its 
use  is  not  necessary  to  comply  with  this 
requirement.  The  agency  also  advises 
that  a  chain  drug  store  may  comply  with 
this  requirement  by  using  a  single  name 
and  place  of  business  (for  example,  its 
corporate  headquarters)  for  all  stores  in 
the  chain. 

20.  Comments  objected  to  the 
requirement  that  patient  package  inserts 
contain  a  statement  about  the  proper 
use  of  the  drug  product,  including  its 
actions  and  indications,  suggesting  that 
such  a  statement  would  interfere  with 
the  practitioner’s  judgment  about  the 
proper  use  of  the  drug  product  for  a 
particular  patient.  The  comments 
contended  that  if  a  patient  has  a 
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question  about  the  drug's  action  the 
patient  can  ask  the  practitioner  about 
the  drug.  One  comment  objected  to  the 
inclusion  in  patient  package  inserts  of 
any  information  about  indications. 

The  agency  believes  patients  who  are 
informed  about  the  proper  use  of  a  drug 
product  are  more  likely  to  use  a  drug 
product  correctly  than  are  patients  who 
are  uninformed.  If  a  drug  is  intended  for 
relief  of  a  symptom  of  the  patient’s 
condition,  the  patient  will  know  to  take 
the  drug  when  the  symptom  occurs.  If 
the  patient  knows  his  or  her  condition  is 
asymptomatic,  for  example,  high  blood 
pressure,  the  patient  will  know  to  take 
the  drug  even  if  he  or  she  is 
experiencing  no  apparent  problem.  The 
language  of  the  provision  has  been 
revised  for  clarity  to  reflect  that  the 
statement  of  proper  uses  is  to  identify 
the  drug’s  indications  and  either  a 
summary  of  its  action  or  the  reason  for 
taking  it. 

21.  A  comment  asked  whether  a 
practitioner  could  prescribe  a  drug  for 
an  indication  not  contained  in  the 
patient  package  inserts.  Another 
comment  urged  that  patient  package 
inserts  be  required  to  contain  a 
statement  that  "There  may  be  other 
indications  not  yet  evaluated  by  the 
Food  and  Drug  Administration  for  this 
drug.”  The  commenter  believed  that 
such  a  statement  would  free  physicians 
to  use  the  drug  for  unapproved 
indications  for  which  there  is  scientific 
evidence  of  safety  and  effectiveness  and 
would  prompt  manufacturers  to  submit 
data  and  information  to  support  labeling 
changes.  Another  comment  complained 
that  if  FDA  were  to  permit  a  statement 
that  the  drug  may  be  prescribed  for  a 
use  not  stated  in  the  labeling  it  would 
encourage  the  unapproved  use  of 
prescription  drugs. 

Several  comments  urged  that  patient 
package  inserts  not  include  any 
information  that  is  not  also  included  in 
the  professional  labeling  for  a  drug 
product.  One  comment  suggested  that  to 
require  inclusion  of  such  information 
would  permit  the  Government  to  use 
patient  package  inserts  as  a  vehicle  to 
promote  its  views  about  proper  drug 
prescribing. 

FDA  recognizes  that  prescription  drug 
labeling,  including  both  professional  and 
patient  package  inserts,  does  not  always 
contain  the  most  current  information 
available  to  practitioners  about  the 
proper  use  of  a  drug.  Because  advances 
in  medical  knowledge  and  practice 
inevitably  precede  formal  changes  in 
prescription  drug  labeling,  good  medical 
practice  and  patient  welfare  require  that 
practitioners  remain  free  to  use 
prescription  drugs  according  to  their 
best  knowledge  and  judgment.  The 


Federal  Food,  Drug,  and  Cosmetic  Act 
does  not  prohibit  practitioners  from 
prescribing  a  drug  product  for  a 
particular  patient  for  an  indication  not 
contained  in  its  labeling.  The  regulations 
do  not  depart  from  the  statutory  scheme. 
Moreover,  patient  package  inserts  under 
these  final  regulations  may  not  need  to 
identify  all  indications  for  which  a  drug 
product  is  legally  marketed.  Thus,  the 
agency  agrees  that  a  statement  in 
patient  package  inserts  is  appropriate  to 
inform  the  patient  that  the  practitioner 
may  have  prescribed  the  drug  product 
for  a  condition  not  stated  in  die 
professional  labeling.  Nevertheless,  the 
agency  believes  that  the  statement 
suggested  by  the  comment,  which  refers 
to  indications  "not  yet  evaluated"  by 
FDA,  improperly  suggests  that  FDA  may 
be  evaluating,  or  would  evaluate  the 
drug  in  the  future,  for  the  indication  for 
which  it  was  prescribed,  and 
accordingly  the  agency  believes  that 
statement  is  misleading.  The  agency 
believes  that  the  following  statement, 
which  the  agency  intends  to  use  in  some 
of  its  guideline  patient  package  inserts 
texts,  responds  to  the  concerns  of  the 
comments:  "This  drug  may  be  used  for 
other  conditions  as  determined  by  your 
doctor."  The  final  regulation  has  been 
amended  to  provide  for  its  use.  The 
statement  should  not  be  used,  however, 
if  a  drug  has  no  significant  use  outside 
of  the  indications  identified  in  the 
patient  package  inserts. 

The  agency  notes  that  patient  package 
inserts  are  not  intended  to  serve  as  a 
vehicle  for  the  Government  to  present  to 
patients  its  views  of  proper  drug 
prescribing  practices.  Although  FDA  will 
prepare  and  provide  guideline  patient 
package  inserts  that  manufacturers, 
distributors,  and  dispensers  may  use  to 
comply  with  the  regulations,  those 
persons  are  free  to  prepare  their  own 
patient  package  inserts  in  compliance 
with  the  regulations. 

22.  Comments  suggested  that  both  the 
provision  that  would  require  a  statement 
about  the  lack  of  evidence  of 
effectiveness  of  the  drug  for  an 
indication,  and  the  provision  that  would 
require  specific  warnings  related  to  a 
use  not  included  in  the  professional 
labeling,  represent  agency  attempts  to 
regulate  the  practice  of  medicine. 

Because  patient  package  inserts  are 
intended  to  advise  patients  about 
potential  hazards  of  a  drug  and  convey 
information  about  its  safe  and  effective 
use,  FDA  believes  that  there  is  no 
legitimate  basis  for  limiting  them  to 
hazards  arising  from  the  approved  use 
of  a  drug,  particularly  when  there  is 
evidence  that  dangerous  unapproved 
uses  exist.  For  example,  the  FDA  draft 


guideline  for  ampicillin,  published 
elsewhere  in  this  issue  of  the  Federal 
Register,  contains  a  statement  that  the 
drug  should  not  be  used  to  treat  the 
common  cold,  an  indication  for  which 
many  patients  believe  it  is  effective.  In 
addition,  the  currently  required  patient 
labeling  for  progestational  drug  products 
warns  patients  about  the  products' 
potential  for  causing  birth  defects  if 
administered  to  a  pregnant  woman  as  a 
diagnostic  test  for  pregnancy,  even 
though  such  use  is  unapproved.  The 
disclosure  requirement  is  neither 
intended  or  likely  to  interfere  with  the 
practice  of  medicine. 

23.  One  comment  suggested  that 
warning  statements  should  only  be 
required  for  elective  drug  products 
because  the  practitioner  is  responsible 
for  evaluating  the  risks  from  nonelective 
drug  products.  Comments  urged  that  a 
statement  of  the  serious  adverse 
reactions  and  potential  safety  hazards 
concerning  the  use  of  the  drug  not  be 
included  in  patient  package  inserts 
because  that  information  would  be 
confusing  and  incomprehensible,  and 
might  frighten  patients,  thus  promoting 
noncompliance  with  prescribed  drug 
treatment  programs. 

FDA  does  not  agree  that  information 
about  serious  adverse  reactions  and 
safety  hazards  should  only  be  required 
for  so-called  "elective”  drug  products. 

The  agency  is  confident  that  most 
patients  can  participate  in  the 
evaluation  of  the  risks  and  benefits  from 
drug  products  even  when  the  use  is  not 
elective,  and  has  revised  the 
requirement  to  state  specifically  that 
patient  package  inserts  must  advise  the 
patient  of  those  adverse  reactions  and 
safety  hazards  that  may  help  the  patient 
evaluate  the  benefits  and  risks  of  the 
drug.  There  is  no  reason  to  believe  that 
warning  information  about  nonelective 
products  will  be  any  more  or  less 
confusing,  frightening,  or 
incomprehensible  than  similar 
statements  about  any  elective  drug.  A 
patient  who  is  informed  about  the 
potential  adverse  effects  of  a  drug 
product  is  better  able  to  monitor  his  or 
her  reactions  to  the  product  and  to  take 
appropriate  action  if  an  adverse  effect 
occurs. 

The  agency  also  does  not  agree  that 
information  about  serious  adverse 
reactions  and  potential  safety  hazards 
in  patient  package  inserts  would  lead  to 
greater  patient  noncompliance  with  drug 
treatment  programs.  As  described  more 
fully  in  the  preamble  to  the  proposal  (44 
FR  40021;  July  6, 1979),  rates  of  patient 
noncompliance  with  drug  treatment 
programs  are  already  high,  and  based  on 
an  FDA  study  the  agency  b6lieves  that 
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patient  package  inserts  can  reasonably 
be  expected  to  lower  them.  FDA’s 
research  on  patient  labeling  for  thiazide 
drug  products  (for  which  patient 
compliance  with  the  treatment  program 
is  very  important)  suggests  that  patients 
can  be  informed  about  a  drug’s  side 
effects  without  being  frightened  into 
noncompliance.  A  copy  of  a  paper 
describing  this  study  has  been  placed  on 
file  in  the  FDA  Hearing  Clerk’s  office. 

The  requirements  for  information  on 
contraindications  and  adverse  reactions 
and  safety  hazards  have  been 
reorganized  slightly  in  the  final  rule  on 
the  basis  of  FDA’s  efforts  to  prepare 
patient  package  inserts  guidelines.  They 
are  now  described  as  information  the 
patient  should  make  known  to  the 
physician. 

24.  One  comment  suggested  that  the 
proposed  requirement  for  a  statement 
identifying  activities,  drugs,  foods,  or 
other  substances  that  the  patient  should 
avoid  while  taking  the  drug  is  so  broad 
that  it  would  require  the  patient  package 
inserts  to  include  all  possible  activities, 
drugs,  foods,  or  other  substances  that 
could  conceivably  interact  with  the 
drug.  Another  comment  suggested  that 
patient  package  inserts  identify  inactive 
ingredients  in  the  drug  product  for  the 
benefit  of  persons  who  may  be  allergic 
to  them. 

The  agency  agrees  that  patient 
package  inserts  should  only  describe 
those  interactions  that  are  known,  likely 
to  occur,  and  likely  to  have  clinical 
significance.  The  agency  has  revised  the 
regulations  to  reflect  this  interpretation. 

The  agency  does  not  believe  that 
patient  package  inserts  should,  as  a 
general  rule,  identify  inactive 
ingredients  in  drug  products.  In  many 
cases,  little  or  no  data  are  available  on 
the  precise  action  of  inactive 
prescription  drug  ingredients.  In 
addition,  the  use  of  generic  patient 
package  inserts,  which  may  be  written 
by  persons  other  than  the  manufacturer 
of  the  drug  product  to  which  it  applies, 
may  make  it  impossible  to  identify  all 
inactive  ingredients  in  drugs  that  might 
be  dispensed  with  the  insert. 
Accordingly,  the  agency  concludes  that 
a  general  requirement  that  inactive 
ingredients  be  identified  in  patient 
package  inserts  is  impracticable. 
Nevertheless,  as  information  becomes 
available  to  the  agency  showing  a 
relationship  between  a  particular 
inactive  ingredient  and  a  potential 
hazard  to  patients,  FDA  will  take 
appropriate  steps  either  to  require 
inserts  to  contain  information  about  the 
hazard  or  to  prohibit  the  ingredient's  use 
in  prescription  drugs.  The  agency  has 
previously  required  disclosure  of  the 


presence  of  FD&C  Yellow  #5,  a  color 
additive  known  to  cause  allergic 
reactions  in  some  persons.  (See  the 
Federal  Register  of  June  26. 1979  (44  FR 
37212).) 

25.  One  comment  suggested  that  a 
discussion  of  the  risks  to  an  unborn 
child  from  the  use  of  a  drug  during 
pregnancy  is  unnecessary  in  patient 
package  inserts  for  a  product  that  is 
contraindicated  during  pregnancy. 
Another  comment  suggested  that  this 
information  should  be  required  for 
patient  package  inserts  for  all  drug 
products  including  those  for  which  there 
are  no  effects  on  reproduction,  pregnant 
women,  or  nursing  infants,  in  which 
case  the  inserts  could  state  that  there  is 
no  known  effect.  One  comment 
suggested  that  information  about  the 
effects  of  the  drug  on  reproduction, 
pregnant  women,  and  nursing  infants 
should  be  required  to  be  isolated  and 
emphasized.  Another  comment 
suggested  that  statements  in  patient 
package  inserts  about  pregnancy  and 
lactation  should  include  standardized 
symbols  that  could  be  used  by  non-* 
English  speaking  or  semi-literate 
patients,  or  both.  The  comment  noted 
that  the  symbols  could  also  be 
incorporated  into  other  educational 
materials. 

The  agency  believes  that  a  discussion 
of  the  risks  to  the  unborn  from  the  use  of 
a  drug  that  is  contraindicated  in 
pregnant  patients  may  often  be  useful  in 
patient  package  inserts.  For  example, 
the  drug  may  be  prescribed  soon  after 
the  patient  becomes  pregnant  and 
before  the  practitioner,  dispenser,  and 
patient  are  aware  of  the  pregnancy. 
Moreover,  the  patient  may  become 
pregnant  after  the  drug  is  initially 
prescribed,  and  may  subsequently  need 
the  information.  The  final  rule  has  been 
revised,  however,  to  require  a  statement 
that  the  effects  of  the  drug  on  an  unborn 
child  are  unknown  if  data  on  both 
immediate  and  long-term  effects  are 
unavailable.  The  proposed  requirement, 
which  dealt  with  only  long-term  effects, 
is  viewed  as  incomplete. 

For  purposes  of  clarity,  the  provisions 
concerning  risks  to  the  unborn  child 
have  been  combined  in  the  final  rule 
with  those  regarding  the  recognized  use 
of  a  drug  during  labor  or  delivery. 
Finally,  although  the  agency  encourages 
experimentation  in  patient  package 
inserts  with  the  use  of  symbols  and 
other  illustrations  in  addition  to  the 
required  language,  it  is  not  prepared  to 
require  use  of  symbols  in  place  of 
words. 

26.  One  comment  contended  that  the 
use  of  the  term  “discussion"  in  §  203.20 
suggests  that  a  lengthly  dissertation  is 
required.  The  commenter  recommended 


that  the  term  “statement”  be  used 
throughout  the  regulations  or  that  the 
difference  between  “statement"  and 
"discussion”  be  defined. 

“Statement”  and  “discussion”  were 
intended  to  be  synonymous.  To  clarify 
this  intent,  the  agency  has  used  the  term 
“statement”  throughout  the  final 
regulations. 

27.  Comments  suggested  that 
information  about  whether  a  drug  is 
carcinogenic,  mutagenic,  or  affects 
reproduction  should  only  be  required  if 
such  effects  have  been  shown  to  occur 
in  humans.  The  comments  suggested 
that  patients  would  not  be  able  to 
evaluate  the  significance  of  animal  data 
on  human  use  of  a  drug. 

The  agency  believes  that  animal  data 
can  provide  a  basis  for  statements  in 
patient  package  inserts.  Patients  may 
find  the  information  useful, 'particularly 
in  the  case  of  elective  drugs  for  which 
alternative  treatments  are  available. 

The  agency  advises,  however,  that 
actual  references  to  animal  data  are  not 
required;  the  requirement  can  be 
satisfied  by  a  statement  solely  of  the 
information  about  carcinogenicity, 
mutagenicity,  or  reproductive  effects, 
and  need  not  attribute  the  conclusions 
to  animal  data.  The  agency  agrees  that 
patients  may  be  unable  to  evaluate  the 
significance  of  animal  data  given  alone. 
Thus,  statements  in  patient  package 
inserts  that  specifically  refer  to  animal 
data  should  also  explain  to  the  patient 
the  significance  of  the  data  to  the 
patient’s  use  of  the  drug.  The  final  rule 
has  been  amended  accordingly. 

28.  One  comment  objected  to  the 
requirement  for  listing  frequently 
occurring  side  effects  because  it  might 
result  in  a  very  long  list  for  certain 
products.  Another  comment  objected  to 
the  requirement  limiting  the  statement  of 
side  effects  to  those  that  are  frequently 
occurring. 

The  agency  does  not  agree  that  a  large 
number  of  side  effects  from  the  use  of  a 
drug  should  be  a  basis  for  omitting  that 
information  from  the  inserts,  nor  does 
the  agency  agree  that  a  list  of  all  side 
effects  is  needed.  Each  patient  is 
entitled  to  the  benefit  of  information  on 
significant  side  effects.  The  list  is 
sufficiently  limited  in  its  breadth  as  it 
need  only  include  those  side  effects 
which  are  clinically  significant, 
frequently  occurring  and  which  the 
patient  can  reasonably  be  expected  to 
detect.  Information  about  these  side 
effects  might  also  help  the  patient 
evaluate  the  benefits  and  risks  of  the 
treatment.  The  final  regulation  has  been 
amended  to  specify  the  kinds  of  side 
effects  that  should  be  listed  in  patient 
package  inserts. 
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29.  One  comment  suggested  that  the 
statement  of  what  the  patient  should  do 
in  the  case  of  drug  overdosage  or  if  the 
patient  misses  a  scheduled  dose  of  the 
drug  should  be  limited  to  those 
measures  which  may  be  properly 
implemented  by  a  lay  person. 

The  agency  agrees,  but  believes  that 
the  proposed  language  is  consistent  with 
the  comment’s  interpretation  and,  thus, 
no  change  in  the  requirement  is 
warranted. 

30.  Comments  contended  that  FDA 
should  not  require  that  patient  package 
inserts  state  that  the  patient  may  obtain 
a  copy  of  the  product's  professional 
labeling  from  the  practitioner  or 
dispenser.  The  comments  noted  that 
manufacturers  usually  provide  only  one 
copy  of  the  professional  labeling  in 
shipments  of  their  products.  The 
comment  claimed  that  a  dispenser  could 
not  legally  provide  a  patient  with  the 
professional  labeling  if  doing  so  would 
leave  the  dispenser’s  remaining  product 
without  professional  labeling.  Several 
comments  also  claimed  that  pharmacists 
will  be  unable  to  comply  with  all 
patients’  requests  for  this  labeling 
because  of  the  limited  number  of  copies 
available  to  pharmacists.  Comments 
contended  that  pharmacists  need  the 
professional  labeling  daily  to  advise 
patients  and  consult  with  other  health 
care  professionals.  A  comment  claimed 
that  it  is  unclear  whether  a  pharmacist’s 
refusal  to  provide  the  professional 
labeling  at  the  patient’s  request  would 
violate  the  regulations. 

The  agency  recognizes  that  dispensers 
generally  have  few  copies  of  the 
professional  labeling  of  a  drug  product 
and  thus  it  is  unlikely  that  the  dispenser 
would  have  adequate  supplies  to 
provide  each  patient  with  an  individual 
copy.  The  agency  also  recognizes  that 
the  dispenser  is  required  to  maintain  at 
least  one  copy  of  the  professional 
labeling  for  each  drug  product  that  is 
available  for  dispensing.  The  agency 
advises  that  practitioners  and 
dispensers  are  not  required  either  to 
provide  or  make  available  professional 
labeling  upon  the  patient’s  request,  nor 
are  they  prohibited  from  making  it 
available.  Accordingly,  the  agency  has 
revised  the  requirement  so  that  patient 
package  inserts  will  state  that  the 
dispenser  or  practitioner  has  a  more 
technical  leaflet  about  that  drug  that  the 
patient  may  review,  but  the  statement  is 
not  required  to  suggest  that  the  patient 
has  a  right  to  obtain  a  copy.  The  agency, 
however,  encourages  practitioners  and 
dispensers  whenever  possible  to  give 
copies  to  patients  who  request  them. 
FDA  believes  that  patients  should  not 
be  denied  access  to  this  information 


and,  thus,  the  agency  routinely  provides 
copies  of  the  professional  labeling  for  a 
drug  product  to  any  person  who 
requests  it.  Although  the  labeling  may 
be  too  technical  for  many  patients  to 
understand  easily,  practitioners  and 
dispensers  should  be  able  to  answer 
questions  about  the  labeling  and  reduce 
the  amount  of  confusion  produced  by  its 
technical  language. 

31.  One  comment  suggested  that  each 
patient  package  insert  should  state  that 
its  distribution  is  required  under  Federal 
law,  and  should  advise  the  patient  that 
it  does  not  contain  all  information  about 
the  drug  and  the  patient  should  not  rely 
upon  it  alone  to  evauate  the  risks  and 
benefits  from  use  of  the  product,  but 
should  discuss  the  use  of  the  drug  with 
the  practitioner. 

The  agency  believes  a  statement  that 
patient  package  inserts  are  required 
under  Federal  law  is  neither  useful  nor 
necessary  for  patients,  because  patients 
may  infer  from  such  a  statement  that 
patient  package  inserts  are  intended  to 
be  the  patient’s  primary  source  of 
information  about  the  drug,  an  inference 
that  is  directly  contrary  to  FDA’s  intent 
that  they  merely  serve  as  an  adjunct  to 
the  practitioner’s  responsibility  to 
discuss  drug  therapy  with  the  patient.  In 
addition,  because  patient  package 
inserts  will  tell  the  patient  that  the 
practitioner  and  dispenser  have  more 
detailed  information  about  the  drug, 
patient  package  inserts  should  satisfy 
the  commenter’s  second  request. 

32.  One  comment  suggested  that 
patient  package  inserts  should  contain  a 
statement  suggesting  that  the  patient 
retain  the  insert  for  future  reference, 
especially  women  patients  who  may 
subsequently  become  pregnant. 

In  light  of  the  value  of  patient  package 
inserts  as  informational  resources  for 
the  patient  and  the  agency’s  conclusion 
that  they  need  only  be  distributed  for 
initial  and  not  refill  prescriptions,  the 
agency  agrees  that  it  is  important  for 
patients  to  retain  patient  package 
inserts.  Accordingly,  the  agency  has 
revised  the  regulations  to  require  that 
patient  package  inserts  contain  a 
statement  in  the  summary  suggesting 
that  the  patient  retain  them  for  future 
reference. 

Class  Labeling 

33.  One  comment  urged  that  FDA  not 
encourage  the  use  of  class  patient 
package  inserts  in  which  the  same 
information  is  provided  for  various 
products  that  may  not  be  identical  but 
which  are  related  and  therefore 
comprise  a  particular  drug  class.  One 
comment  suggested  that  patient  package 
inserts  are  best  focused  and  most 
informative  for  patients  if  they  apply 


only  to  a  specific  drug  product  or  to 
small  number  of  very  closely  related 
drug  products.  Another  comment 
suggested  that  the  use  of  guidelines  for  a 
class  of  prescription  drug  products  might 
result  in  the  misbranding  of  individual 
members  of  the  class  if  the  individual 
drugs  were  not  approved  for  all  the 
indications  identified  in  the  class 
inserts.  In  light  of  this  potential 
consequence,  the  comment  urged  that 
class  patient  pacakge  inserts  be 
confined  to  those  drug  products  that 
have  uniform  approved  indications. 

The  agency  believes  that  patient 
package  inserts  that  apply  to  a  class  of 
drugs  can  be  appropriately  focused  and 
adequately  inform  patients  where  the 
class  is  composed  of  closely  related 
drugs.  Patient  labeling  now  required  for 
oral  contraceptives,  estrogenic  drug 
products,  progestational  drug  products, 
and  intrauterine  devices  for 
contraception  that  are  regulated  as 
prescription  drugs  are  all  examples  of 
drugs  for  which  patient  class  labeling  is 
used  already.  Moreover,  class  patient 
package  inserts  can  help  reduce  the 
burden  on  manufacturers,  distributors, 
and  dispensers  inherent  in  requiring 
them  to  develop  and  dispense  product- 
specific  labeling.  The  agency  intends  to 
establish  single  guideline  under  these 
regulations  for  the  ampicillin, 
benzodiazepine,  and  thiazide  drug 
classes  in  its  initial  program,  described 
above.  The  agency  concludes,  however, 
that  patient  package  inserts  for  drug 
classes  under  the  FDA’s  program  can  be 
adequately  regulated  under  the  general 
regulations  applicable  to  patient 
package  inserts,  and  the  agency  has 
deleted  specific  regulatory  requirements 
concerning  class  patient  package  inserts 
as  unnecessary. 

The  agency  notes  that  patient  package 
inserts  will  not  incorporate  the  concept 
of  comparative  labeling  embodied  in  its 
currently  evolving  professional  class 
labeling  program.  Professional 
comparative  labeling  is  intended  to  help 
professionals  decide  which  drug  in  the 
class  is  most  appropriate  for  a  particular 
patient.  That  labeling  would, 
consequently,  provide  detailed 
information  about  the  similarities  and 
differences  between  products  in  a  drug 
class,  information  which  FDA  has  no 
present  basis  for  making  available  to 
patients. 

34.  A  comment  suggested  that  a 
minimum  type  size  requirement  should 
not  be  established  because  it  might 
result  in  lengthy  patient  package  inserts 
labeling  for  some  drugs. 

Minimum  specifications  are  needed  to 
ensure  that  patient  package  inserts  will 
be  legible.  Although  printing  smaller 
than  that  set  forth  in  the  proposed 
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requirements  might  result  in  shorter 
leaflets,  the  reduction  in  leaflet  length 
would  be  accomplished  by  sacrificing 
their  legibility.  The  final  rule,  therefore, 
retains  the  proposed  minimum  printing 
requirements. 

Distribution  of  Patient  Package  Inserts 

35.  One  comment  asked  for 
clarification  of  the  requirement  in 

§  203.24  that  the  dispenser  provide  the 
patient  package  inserts  as  separate 
leaflets.  The  comment  asked  whether 
the  practitioner  and  dispenser  could 
provide  the  patient  with  oral  or  written 
information  in  addition  to  the  insert. 

The  requirement  was  intended  to 
prohibit  dispensers  from  appending 
promotional  information  to  patient 
package  inserts.  That  requirement  was 
not  intended  to  affect  the  exercise  of  the 
practitioner's  and  dispenser’s 
professional  responsibility  to  provide 
additional  oral  or  written  information 
about  the  drug  product  to  the  patient. 

The  agency  emphasizes  that  it 
encourages  the  practitioner  and 
dispenser  to  discuss  with  their  patients 
both  their  drugs  and  patient  package 
inserts.  One  of  the  purposes  of  patient 
package  inserts  is  to  promote  such 
discussions.  The  regulations  do  not 
concern  the  providing  of  oral  advice  by 
either  practitioners  or  dispensers. 
Generally,  written  or  oral  advice 
furnished  to  a  patient  about  drug 
therapy  by  a  practitioner  falls  within  the 
“practice  of  medicine,”  with  which  the 
agency  will  not  normally  interfere. 

36.  Commenters  argued  that  the 
practitioner  rather  than  the  dispenser 
should  be  required  to  provide  patient 
package  inserts  to  the  patient. 

In  the  preamble  to  the  proposal  (44  FR 
40032-40033;  July  6, 1979)  FDA  discussed 
fully  its  rationale  for  requiring  that 
dispensers  rather  than  practitioners 
distribute  patient  package  inserts. 
Nothing  in  the  comments,  nor  in  the 
studies  which  have  been  conducted 
since  the  proposal,  alters  the  agency’s 
conclusion  that  dispensers  are  better 
suited  to  distribute  patient  package 
inserts.  Pharmacists  have  traditionally 
served  as  dispensers  of  prescription 
drug  products.  The  agency  finds  that 
they  are  better  able  to  handle  and  store 
the  inserts,  and  to  provide  them  to 
patients.  Drug  products  are  also  often 
prescribed  by  telephone,  and  some 
patients  who  take  drug  products  on  a 
chronic  basis  may  not  visit  the 
practitioner  for  a  significant  length  of 
time  during  which  patient  package 
inserts  might  be  established  for  the  drug 
product  or  rewritten.  Thus,  practitioners 
may  not  even  have  the  opportunity  to 
provide  package  inserts  to  the  patient. 
Some  data  suggest,  moreover,  that 


patients  are  more  attentive  at  the  time  of 
diagnosis  to  detailed  information  about 
their  diagnosis  than  they  are  to 
information  about  the  drugs  prescribed, 
and  may  thus  be  more  willing  to  read 
and  consider  the  patient  package  inserts 
when  the  drug  products  are  dispensed. 

37.  One  comment  asserted  that 
manufacturers  are  unable  to  monitor  the 
practice  of  drug  product  dispensers  and 
asked  that  the  regulations  clearly  state 
that  manufacturers  bear  no 
responsibility  for  ensuring  that  patient 
package  inserts  are  provided  to  patients. 

The  dispenser  of  the  drug  product  is 
resonsible  for  giving  a  patient  package 
insert  to  the  patient.  The  agency  advises 
that  if  the  manufacturer  or  distributor 
has  complied  with  its  obligation  to 
provide  patient  package  inserts  to  the 
dispenser,  it  will  not,  except  in 
exceptional  circumstances,  be 
proceeded  against  for  the  dispenser’s 
failure  to  provide  patient  package 
inserts  to  the  patient.  Similarly,  if  the 
manufacturer  has  complied  with  its 
obligation  to  provide  patient  package 
inserts  to  a  distributor,  it  will  not,  except 
in  exceptional  circumstances,  be 
proceeded  against  for  the  distributor’s 
failure  to  provide  inserts  to  the 
dispenser. 

38.  One  comment  objected  to  the 
proposal  that  dispensers  establish  and 
follow  a  procedure  to  ensure  that 
patients  can  easily  match  correct  patient 
package  inserts  to  drug  products.  The 
comment  suggested  that  that 
requirement  was  unnecessary  because 
proposed  §  203.20(b)(2)(i)  requires 
patient  package  inserts  to  include  the 
established  name  of  the  drug  product, 
and  permits  the  package  inserts  to 
include  their  brand  name,  and  because 
proposed  §  203.20(b)(2)(H)  requires 
package  inserts  that  identify  the 
product’s  manufacturer.  To  the  contrary, 
one  comment  suggested  that  FDA 
require  that  the  dispenser  place  both  the 
name  of  the  drug  on  the  label  of  the 
dispensing  container  and  the 
prescription  number  on  the  package 
inserts. 

The  agency  does  not  agree  that  a 
requirement  that  dispensers  establish 
and  follow  a  procedure  to  ensure  that 
patients  can  easily  match  patient 
package  inserts  to  drug  products  is 
unnecessary.  The  commenter 
misunderstands  the  effects  of  the 
requirements.  Although  the  patient 
package  inserts  are  required  to  contain 
the  established  name  of  the  drug 
product  and  permit  the  use  of  its  brand 
name,  neither  the  act  nor  FDA 
regulations  require  that  the  established 
name  or  brand  name  of  a  drug  product 
appear  on  the  label  of  the  dispensing 
container.  The  commenter  also 


misunderstands  the  provision  that 
requires  that  patient  package  inserts 
give  the  name  and  place  of  business  of 
the  product’s  manufacturer,  packer, 
distributor,  or  dispenser.  It  does  not 
require  that  that  information  appear  on 
the  dispensing  container  label,  and 
moreover,  may  be  met  without 
identifying  the  manufacturer.  Thus,  the 
regulations  need  a  special  requirement 
to  ensure  that  a  patient  can  match 
correct  patient  package  inserts  to  drug 
products. 

Even  though  it  is  not  required  under 
Federal  law,  many  dispensers  place  the 
established  name  or  proprietary  name, 
or  both,  on  the  label  of  the  dispensing 
container.  (Such  labeling  is  required 
under  many  State  laws.)  FDA  believes  a 
specific  requirement  that  the 
prescription  number  appear  on  patient 
package  inserts  is  unnecessary  when 
dispensers  place  the  drug’s  name  on  the 
label  of  the  dispensing  container.  Thus, 
in  the  interests  of  minimizing  the 
number  of  obligations  on  dispensers,  the 
agency  in  §  203.24  requires  only  that 
dispensers  establish  and  follow  a 
procedure  to  permit  drugs  and  package 
inserts  to  be  easily  matched.  Dispensers 
may  place  the  prescription  number  on 
patient  package  inserts,  or  may  place 
the  drug’s  name  on  the  prescription 
label,  or  use  another  equally  effective 
means  to  give  patients  a  way  to  match 
the  patient  package  inserts  to  the  correct 
drug  product. 

39.  One  comment  suggested  the 
requirement  that  the  dispenser  ensure 
that  the  patient  can  easily  match  patient 
package  inserts  to  drug  products  should 
not  apply  to  drugs  administered  by  a 
physician. 

The  agency  agrees  that  it  is 
unnecessary  to  require  that  practitioners 
establish  a  procedure  for  patients  to  use 
to  match  patient  package  inserts  to  drug 
products  that  the  practitioner  directly 
administers.  The  “matching" 
requirement  is  intended  to  prevent 
confusion  when  the  patient  is  taking 
multiple  medications  without  direct 
supervision.  The  agency  believes, 
however,  that  the  comments’ 
interpretation  of  the  requirement  is 
inherent  in  the  regulation,  and  thus,  no 
change  in  the  wording  of  the 
requirement  is  necessary.  Where  the 
practitioner  dispenses  by  other  than 
direct  administration  in  a  single  dose, 
the  regulation  requires  that  the 
practitioner  match  the  insert  to  the  drug 
product  just  as  the  pharmacist  would  do. 

40.  One  comment  objected  to  the 
proposed  requirement  that  patient 
package  inserts  be  provided  with  each 
bulk  container  of  a  drug  product.  The 
comment  contended  that  shipping 
containers  would  have  to  be  redesigned 


60768  Federal  Register  /  Vol.  45,  No.  179  /  Friday,  September  12,  1980  /  Rules  and  Regulations 


to  hold  the  inserts  and  that  drug 
wholesalers  who  split  up  a 
manufacturer’s  shipping  container  and 
distribute  individual  bottles  to 
pharmacies  will  have  to  assume 
additional  expenses  for  splitting  up  the 
patient  package  inserts.  Comments 
suggested  the  agency  require 
manufacturers  to  provide  patient 
package  inserts  directly  to  practitioners 
and  dispensers  instead  of  requiring  them 
to  be  packaged  and  distributed 
physically  with  the  drug  product. 

FDA  recognizes  that  any  patient 
package  insert  distribution  system  must 
meet  the  objectives  of  (1)  ensuring  that 
dispensers  have  adequate  numbers  of 
patient  package  inserts  to  dispense  and 
(2)  making  clear  the  responsibilities  of 
those  in  the  distribution  system.  At  the 
same  time,  FDA  wishes  to  provide 
sufficient  flexibility  to  permit 
manufacturers  and  distributors  to  avoid 
unnecessary  costs.  Accordingly,  the 
agency  has  revised  the  patient  package 
inserts  distribution  requirements.  Under 
the  final  regulations,  manufacturers  are 
required  to  distribute  patient  package 
inserts  with  drug  products  they 
manufacture  in  any  way  reasonably 
calculated  to  ensure  that  supplies  of 
patient  package  inserts  adequate  for 
ultimate  dispensing  are  received  (1)  by 
the  party  to  whom  the  drug  is  shipped  or 
(2)  by  the  dispenser.  Thus,  in  the  case  of 
drug  products  shipped  to  distributors, 
manufacturers  are  required  to  supply 
those  distributors  or  the  dispenser  who 
obtain  the  products  from  them  with 
adequate  numbers  of  patient  package 
inserts  to  accommodate  the  number  of 
prescriptions  (excluding  refills)  at  the 
retail  level  that  the  volume  of  drug 
shipped  may  reasonably  be  expected  to 
fill.  For  those  drug  products  shipped 
directly  to  dispensers,  the  manufacturer 
is  required  to  ship  an  adequate  number 
of  patient  package  inserts  directly  to  the 
dispenser.  In  either  case,  the  obligation 
may  be  met  directly  by  the  manufacturer 
or  by  another  person,  such  as  a 
contractor,  who  supplies  the  patient 
package  inserts  on  the  manufacturer’s 
behalf. 

This  provision  will  avoid  a  need  for 
manufacturers  to  redesign  containers  to 
accommodate  patient  package  inserts,  a 
source  of  complaints  in  the  comments, 
and  to  avoid  as  well  the  imposition  of 
artificial  constraints  on  manufacturers 
to  limit  the  number  of  package  inserts 
shipped  due  to  container  sizp. 

Distributor  requirements  under  the 
regulations  parallel  those  of 
manufacturers.  Patient  package  inserts 
shipped  from  the  distributor,  or  on  the 
distributor’s  behalf,  to  dispensers  need 
not  physically  accompany  the  drug 


product,  but  must  be  shipped  in  a  way 
reasonably  calculated  to  provide 
adequate  supplies  to  dispensers. 
Alternatively,  if  the  distributor  can 
assure  that  the  dispenser  has  received 
patient  package  inserts  from  another 
source,  such  as  the  manufacturer  or  the 
manufacturer’s  agent,  the  distributor 
need  not  provide  duplicative  patient 
package  inserts. 

The  agency  recognizes  that  even  by 
permitting  patient  package  inserts  to  be 
shipped  separately  from  the  drug,  or 
directly  to  the  dispenser,  distributors 
will  still  be  required  to  provide  patient 
package  inserts  to  dispensers  in  the 
majority  of  situations.  FDA’s  objective  is 
to  reduce  to  the  extent  practicable  the 
shipment  burdens  on  all  parties  in  the 
chain  of  distribution  and  still  ensure  that 
dispensers  have  available  sufficient 
inventories  of  patient  package  inserts.  In 
this  regard,  FDA  published  in  the 
Federal  Register  of  October  13, 1978  (43 
FR  47198)  a  separate  proposal  that 
would  specifically  permit,  among  other 
things,  the  use  of  "labeling  agreements” 
under  which  distributors  might  be 
relieved  of  all  labeling  responsibilities  if 
the  manufacturer,  distributor,  and 
dispenser  agreed  to  shift  the  labeling 
responsibility  to  the  dispenser.  A  similar 
proposal  was  incorporated  into  the 
proposed  general  patient  package 
inserts  requirements.  The  October  13, 
1978,  proposal  permitted  such 
agreements  to  be  used  immediately,  but 
to  date,  agency  records  do  not  indicate 
that  any  such  agreements  have  been 
entered  into.  Because  these  agreements 
have  not  been  used  in  practice,  and 
because  they  impose  conditions  more 
strict  than  those  the  agency  now 
believes  necessary,  they  have  not  been 
adopted  in  these  patient  labeling 
regulations.  The  labeling  agreements 
were  an  attempt  to  provide  a  contract 
mechanism  which  the  agency  believes 
can  be  accomplished,  for  patient 
package  inserts,  by  a  greater  variety  of 
means.  Under  the  final  rule, 
manufacturers  and  distributors  are  free 
to  utilize  additional  mechanisms  by 
which  their  obligation  to  provide  patient 
package  inserts  in  conjunction  with  the 
drug  can  be  met.  Manufacturers  or 
distributors  may  themselves  print  and 
ship  package  inserts  directly  to 
dispensers  or  can  arrange  with  other 
parties,  including  dispensers,  to  make 
them  available.  The  only  constraints  are 
that  neither  manufacturers  nor 
distributors  may  shift  the  burden  to 
request  package  inserts  to  distributors 
or  dispensers,  nor  may  they  avoid  their 
legal  obligation  to  prepare  and  provide 
or  see  to  it  that  patient  package  inserts 
are  prepared  and  provided.  Nothing  in 


the  revised  distribution  system  is 
intended  to  prevent  distributors  and 
dispensers  from  providing  "generic” 
patient  package  inserts,  that  is,  package 
inserts  that  are  not  required  to  be 
product  specific  and  are  prepared  by  the 
distributor  or  dispenser. 

41.  One  comment  suggested  that  the 
regulations  do  not  adequately  address 
the  problems  involved  in  the  distribution 
of  patient  package  inserts  to  health  care 
professionals  other  than  dispensers. 
Thus,  the  comment  claimed  that 
nondispensing  practitioners  may  not 
have  access  to  the  text  of  patient 
package  inserts  and  will  not  receive 
sufficient  copies  to  permit  practitioners 
to  provide  them  to  patients. 

The  regulations  do  not  require  that 
patient  package  inserts  be  provided  to 
nondispensing  practitioners,  although 
the  agency  encourages  manufacturers  to 
provide  patient  package  inserts  to  them. 
The  regulations  permit  a  manufacturer 
to  distribute  to  practitioners,  as  well  as 
to  pharmacists  and  other  dispensers, 
copies  of  patient  package  inserts  that 
are  in  addition  to  the  copies  of  inserts 
required  to  be  provided  under  the 
regulations.  Moreover,  under  §  201.57  of 
the  agency’s  general  labeling  regulations 
the  text  of  patient  package  inserts  are 
required  to  be  included  in  the  drug 
product’s  professional  labeling.  In 
addition,  because  professional  labeling 
is  available  to  practitioners  from 
manufacturers  through  salespersons  or 
advertising,  and  is  also  found  in  the 
"Physicians’  Desk  Reference”, 
nondispensing  practitioners  will  have 
access  to  the  text  of  patient  package 
inserts,  although  they  may  not  routinely 
have  adequate  supplies  of  the  inserts  for 
individual  patients. 

42.  Several  comments  argued  that 
distributors  and  dispensers  should  not 
be  permitted  to  discard  the 
manufacturer’s  patient  package  inserts 
and  substitute  distributor  or  dispenser 
prepared  package  inserts  because  it 
would  be  wasteful  and  because  the 
information  in  the  substituted  inserts 
might  be  less  accurate  or  less  current 
than  the  manufacturer’s  inserts.  One 
comment  noted  that  generic  package 
patient  inserts  would  not  identify  the 
specific  drug  product  to  which  they 
apply.  The  comment  suggested  that 
patients  would  benefit  by  patient 
package  inserts  that  identify  a  specific 
drug  product,  particularly  in  the  case  of 
an  overdose  or  the  occurrence  of  a 
serious  adverse  reaction. 

FDA  believes  that  distributors  and 
dispensers  of  drug  products  are  capable 
of  preparing  accurate  and  current 
patient  package  inserts,  particularly  if 
FDA  guidelines  are  available  for  the 
drug  product.  Thus,  the  agency  believes 
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that  distributors  and  dispensers  should 
be  free  to  prepare  and  use  their  own 
patient  package  inserts  if  they  so  desire. 
In  addition,  given  the  distribution 
requirements  discussed  above,  the 
agency  believes  that  manufacturers, 
distributors,  and  dispensers  can  work 
together  to  avoid  unnecessary  waste  of 
patient  package  inserts  resulting  from 
the  desire  of  distributors  and  dispensers 
to  prepare  their  own  package  inserts. 
Finally,  although  the  agency  agrees  that 
patients  may  find  benefits  in  product- 
specific  patient  package  inserts  that 
they  might  not  realize  from  generic 
patient  package  inserts,  the  agency  is 
not  persuaded  that  the  benefits  from 
product-specific  inserts  outweigh  the 
reduction  in  the  burdens  and  costs  of  the 
patient  package  inserts  which  program 
distributors  and  dispensers  may  obtain 
from  the  use  of  generic  inserts. 
Accordingly,  the  regulations  permit  the 
use  of  generic  patient  package  inserts. 

43.  One  comment  suggested  that  FDA 
develop  and  print  all  patient  package 
inserts  and  provide  them  to  dispensers. 

FDA  simply  does  not  possess  the 
resources  that  would  be  needed  to  print 
and  distribute  patient  package  inserts. 
Furthermore,  it  is  appropriate  that 
manufacturers,  distributors,  and 
dispensers  who  are  in  the  business  of 
developing  and  distributing  drug 
products  should  develop  and  distribute 
patient  package  inserts  for  their 
products.  FDA  will,  however,  help 
manufacturers,  distributors,  and 
dispensers  of  drug  products  through  the 
agency’s  preparation  of  guidelines. 

44.  One  comment  suggested  that 
distribution  problems  with  patient 
package  inserts  could  be  avoided  if  drug 
products  subject  to  patient  package 
inserts  requirements  were  required  to  be 
distributed  in  unit-of-use  packages  that 
would  contain  the  package  inserts. 

The  agency  agrees  that  unit-of-use 
packaging  would  reduce  many  of  the 
burdens  associated  with  obtaining, 
storing,  and  distributing  patient  package 
inserts.  At  the  same  time,  the  agency 
believes  that  to  mandate  the  use  of  unit- 
of-use  packaging  would  require 
significant  changes  in  the  current 
practices  involving  the  packaging, 
prescribing,  and  dispensing  of 
prescription  drugs.  Because  it  is  not 
clear  that  unit-of-use  packaging  is 
essential  to  the  success  of  a  patient 
package  inserts  program.  FDA  is  not 
willing  to  require  manufacturers  to  ship 
their  products  in  unit-of-use  packages. 
However,  where  unit-of-use  packaging  is 
chosen  by  the  manufacturer,  a  patient 
package  insert  must  be  provided  in  or 
with  each  package. 

45.  A  comment  suggested  that  the 
requirement  that  a  bulk  container  label 


provide  instructions  to  the  dispenser  to 
provide  patient  package  inserts  to 
patients  is  unnecessary,  and  may  be 
misleading  given  the  exemption 
permitting  practitioner  withholding 
patient  package  inserts.  One  comment 
urged  that  the  regulations  be  clarified  to 
provide  that  if  a  dispenser  does  not 
receive  enough  patient  package  inserts 
with  a  bulk  shipment,  the  dispenser  may 
duplicate  package  inserts  until  more  can 
be  obtained. 

The  agency  believes  that  the  required 
instruction  on  the  bulk  container  label  to 
the  dispenser  to  provide  patient  package 
inserts  when  products  are  dispensed  is 
necessary  and  not  misleading.  Because 
-  relatively  few  products  will  be  subject 
to  the  patient  package  inserts 
♦regulations  during  the  agency’s  initial 
program,  it  is  important  that  the 
dispenser  be  able  to  identify  easily 
those  products  that  are  subject  to  the 
requirements,  and  it  is  for  this  reason 
that  bulk  drug  product  containers  are 
required  to  be  labeled  with  dispenser 
instructions.  Manufacturers  and 
distributors  may,  however,  qualify  the 
instructions  on  the  bulk  container 
labeling  to  inform  dispensers  that  the 
labeling  is  to  be  dispensed  unless 
otherwise  directed  by  the  prescribing 
physician  or  the  patient  asks  for  it.  The 
agency  recognizes  that,  if  a  dispenser 
does  not  receive  enough  patient  package 
inserts  from  the  manufacturer  or 
distributor,  the  dispenser  may  find  it 
necessary  to  dispense  duplicates  of  the 
manufacturer  or  distributor  package 
inserts  in  order  to  fulfill  the  dispenser’s 
obligations  under  the  regulation. 

46.  Several  comments  suggested  that 
the  costs  and  other  burdens  to 
manufacturers,  distributors,  and 
dispensers  of  prescription  drug  products 
from  FDA's  patient  package  inserts 
regulations  could  be  reduced 
significantly  if  patient  package  inserts 
were  required  to  be  distributed  only 
with  new  prescriptions  and  not  refill 
prescriptions.  One  comment  suggested 
that  providing  patient  package  inserts 
for  both  new  and  refill  prescriptions 
would  cause  patients  to  become 
insensitive  to  the  importance  of  the 
package  inserts. 

Other  comments,  however,  argued 
that  an  insert  should  be  provided  each 
time  a  prescription  drug  is  dispensed. 
These  comments  contended  that 
providing  a  patient  package  insert  with 
each  refill  would  ensure  that,  if  any 
changes  were  made,  the  patient  would 
receive  the  most  up-to-date  information. 
Moreover,  the  comments  suggested  that 
distribution  of  an  insert  with  each  refill 
would  spare  the  pharmacist  the  need  to 
keep  records  about  when  it  was 


provided.  Finally,  several  comments 
stressed  the  importance  of  distributing 
an  insert  with  each  refill  in  those 
situations  where  the  condition  of  the 
patient  might  change,  making  a 
previously  inapplicable  warning 
pertinent  to  the  patient. 

The  agency  is  persuaded  that  the 
benefits  of  using  patient  package  inserts 
will  not  be  significantly  diminished 
while  the  costs  are  likely  to  be 
significantly  reduced  if  the  leaflets  are 
required  for  the  initial  prescription  only. 
More  than  half  of  all  prescriptions  are 
refills  and  the  agency  has  estimated  the 
savings  from  requiring  patient  package 
inserts  for  new  prescriptions  only  to  be 
as  high  as  40  percent  of  the  costs  of 
requiring  distribution  of  patient  package 
inserts  for  both  new  and  refill 
prescriptions.  The  agency  believes  these 
reductions  in  costs  outweigh  the 
advantages  in  requiring  that  an  insert  be 
provided  with  each  refill  prescription. 
FDA,  however,  encourages  dispensers, 
relying  on  their  patient  records,  to 
provide  patient  package  inserts  to 
patients  whose  prescriptions  are  refilled 
initially  after  these  regulations  take 
effect  and  to  provide  patient  package 
inserts  to  patients  whose  prescriptions 
are  refilled  after  a  significant  change  in 
the  inserts.  Finally,  §  203.26(a)  has  been 
amended  to  require  dispensers  to  give  a 
patient  the  patient  package  inserts  if  the 
patient  asks  for  a  copy,  either  when  a 
prescription  is  refilled  or  when  the 
practitioner  may  have  directed  the 
pharmacist  to  withhold  the  labeling. 

Alternative  Dispensing  Provisions 

47.  One  comment  interpreted  the 
proposal  to  mean  that  distribution  of 
patient  package  inserts  to  the  parent  or 
legal  guardian  of  a  legally  incompetent 
patient  was  not  required,  but  that  the 
regulations  simply  permit  it  as  an 
alternative  to  providing  them  directly  to 
the  patient.  Another  comment  suggested 
that  the  provision  should  be  revised  to 
clarify  that  a  dispenser  may  provide  the 
parent  or  legal  guardian  of  a  patient 
with  patient  package  inserts  only  when 
the  patient  has  been  found  to  be  legally 
incompetent.  The  comment  also 
suggested  that  the  definition  of  mental 
disability  in  the  proposal  is  confusing 
and  should  be  deleted.  Another 
comment  asked  whether  the  exemption 
for  legally  incompetent  patients  would 
permit  the  dispenser  to  provide  them  to 
an  agent  of  the  parent  or  guardian.  One 
comment  urged  that  the  exemption  for 
mentally  disabled  persons  apply  only  to 
drug  products  intended  to  treat  the 
patient’s  mental  disability  and  not  to 
products,  such  as  antibiotics,  that  are 
intended  to  treat  other  conditions. 
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FDA  advises  that  dispensers  are 
required  neither  to  determine  the 
competency  of  a  patient  nor,  if  the  legal 
incompetence  of  a  patient  is  established, 
to  seek  a  parent  or  guardian  to  whom 
they  must  give  the  insert.  This  provision 
authorizes  but  does  not  require 
dispensers  (in  most  cases  this  is 
expected  to  be  the  physician 
administering  the  drug)  to  give  patient 
package  inserts  to  parents  or  guardians 
where,  for  example,  the  drug  is 
administered  to  a  small  child  in  the 
presence  of  the  child’s  parent  or 
guardian. 

The  agency  has  deleted  the  definition 
of  mental  disability  and  has  clarified 
that  the  dispenser  may  provide  the 
insert  to  an  agent  of  the  parent  or 
guardian  of  the  legally  incompetent 
patient,  as  well  as  to  the  parent  or 
guardian  directly.  The  agency  does  not 
agree,  however,  that  this  provision 
should  only  apply  to  drug  products 
intended  to  treat  the  patient’s  mental 
disability.  The  dispenser’s  option  to  give 
an  insert  to  a  parent  or  guardian  is 
reasonable  because  the  patient  is  unable 
to  understand  and  act  upon  the 
information  provided.  This  rationale 
does  not  depend  upon  the  patient’s 
ailment.  Thus,  under  the  final  rule,  the 
option  applies  whether  the  drug  product 
dispensed  is  intended  to  treat  mental 
disability  or  for  some  other  condition. 

48.  One  comment  interpreted  the 
proposal  correctly  as  permitting  the 
distribution  of  patient  package  inserts  in 
braille  or  written  in  the  patient's 
primary  language  if  it  is  other  than 
English  in  place  of  distributing  an 
English  language  text  of  patient  package 
inserts.  The  comment  noted  that  the 
agency  did  not  propose  an  exemption 
from  the  distribution  requirements,  but 
simply  proposed  that  alternative  patient 
package  inserts  could  be  distributed  to 
certain  patients.  Several  comments 
suggested  that  the  agency  should  require 
patient  package  inserts  in  Spanish  and 
other  languages  and  in  braille  to  be 
distributed  in  the  same  manner  as 
English  patient  package  inserts  texts, 
while  other  comments  suggested  that  the 
agency  should  encourage  voluntary 
distribution. 

The  regulations  do  not  exempt 
dispensers  from  providing  patient 
package  inserts  to  non-English  speaking 
persons  or  to  blind  persons.  The 
provision  in  the  regulations  is  intended 
to  permit  dispensers  to  provide 
alternative  patient  package  inserts  in 
languages  other  than  English  or  special 
formats  such  as  braille  to  certain 
patients  who  would  benefit  more  from 
them  than  from  English  language  inserts. 
The  agency  has  revised  the  regulations 


to  clarify  the  permissive  nature  of  this 
provision  for  dispensers. 

49.  One  comment  suggested  that  to 
deny  patient  package  inserts  to  non- 
English  speaking  consumers  denies  them 
equal  protection  of  the  law.  Another 
comment  suggested  that  FDA  would 
violate  a  July  27, 1979  memorandum  of 
understanding  between  the  Office  for 
Civil  Rights  and  the  Public  Health 
Service,  if  the  agency  establishes 
regulations  that  do  not  require  braille 
and  bilingual  patient  labeling. 

The  agency  does  not  agree  that  the 
agency’s  failure  to  require  patient 
package  inserts  in  languages  other  than 
English  denies  non-English  speaking 
patient  equal  protection  of  the  law.  The 
agency  has  determined  that  the  costs 
and  logistics  associated  with  mandatory 
distribution  of  alternative  language 
inserts  are  not  now  justifiable.  Except 
for  a  very  few  areas,  the  population  of 
the  United  States  is  too  heterogeneous 
to  enable  manufacturers,  at  reasonable 
cost  and  with  reasonable  simplicity,  to 
determine  exactly  where  to  provide 
alternative  language  inserts. 

Nevertheless,  the  agency  believes  that 
the  sizable  Spanish  speaking  minority  in 
this  country  should  have  access  to 
patient  package  inserts  in  its  primary 
language.  Thus,  FDA  is  persuaded  by 
the  comments,  which  primarily  ask  that 
Spanish  language  patient  package 
inserts  be  required  in  the  same  manner 
as  English  language  patient  package 
inserts,  that  the  agency’s  regulations 
should  provide  for  the  preparation  of 
Spanish  language  inserts  without 
unnecessarily  burdening  manufacturers. 
Thus,  the  agency  has  revised  the 
regulations  to  require  that 
manufacturers  prepare  an  adequate 
amount  of  patient  package  inserts  in 
Spanish  so  that  they  can  be  supplied, 
upon  request,  by  the  person,  for 
example,  the  local  pharmacist,  to  whom 
the  drugs  are  shipped.  Manufacturers 
and  distributors  will  not  have  to 
determine  where  to  provide  Spanish 
language  patient  package  inserts,  but 
dispensers  of  prescription  drug  products 
in  communities  that  have  sizable 
Spanish-speaking  populations  will  be 
able  to  obtain  Spanish  language  inserts 
for  their  patients.  Dispensing  of  Spanish 
language  patient  package  inserts,  like 
other  non-English  language  patient 
package  inserts,  is  optional;  it  is  not 
required.  Patient  package  inserts  written 
in  braille  or  in  other  languages  may  also 
be  prepared  by  manufacturers  and 
provided  by  dispensers.  Nothing  in  the 
regulation  precludes  dispensers  from 
using  such  patient  package  inserts  and 
the  agency  encourages  organizations 
with  special  interests  in  non-English 


language  publications  to  work  with 
dispensers,  manufacturers  and  other 
groups  to  promote  the  use  of  specialized 
patient  package  inserts. 

The  agency  has  carefully  reviewed 
these  regulations  with  respect  to  braille 
and  bilingual  labeling,  and  the  agency 
believes  it  has  complied  with  the 
memorandum  of  understanding  with  the 
Office  for  Civil  Rights. 

Exemptions  From  Patient  Package 
Inserts  Dispensing  Requirements 

50.  Many  health  care  professionals 
contended  that  the  proposal  to  permit 
practitioners  to  direct  the  dispenser  of  a 
product  to  withhold  the  patient  package 
inserts  was  too  restrictive.  Health  care 
professionals  argued  that  practitioners 
should  have  an  absolute  right  to  deny 
patient  package  inserts  to  patients.  The 
comments  argued  that  many  patients 
lack  the  ability  to  evaluate  the  benefits 
and  risks  of  prescription  drug  products, 
and  thus  patient  package  inserts  would 
upset  them,  would  lead  them  to  refuse  to 
comply  with  their  treatment  program, 
and  would  require  practitioners  and 
dispensers  to  devote  more  time  to 
counseling  patients.  One  comment 
contended  that  the  withholding 
exemption  should  be  revised  to  provide 
that  patient  package  inserts  would  not 
be  distributed  unless  the  practitioner 
directs  that  they  be  provided  to  an 
individual  patient.  One  comment  argued 
that  FDA  should  give  nonprescribing 
dispensers  of  prescription  drugs, 
including  pharmacists,  the  same 
authority  as  practitioners  to  withhold 
patient  package  inserts  from  patients. 

On  the  other  hand,  many  comments 
argued  that  FDA  should  not  permit 
practitioners  to  deny  patients  access  to 
patient  package  inserts.  The  comments 
contended  that  patient  package  inserts 
can  be  written  in  a  nonthreatening  way 
so  they  do  not  alarm  patients.  Moreover, 
some  comments  argued  that  given  a 
withholding  exemption,  some 
practitioners  would  arbitrarily  deny 
patient  package  inserts  to  their  patients. 
One  comment  suggested  that  the 
practitioner  should  not  be  permitted  to 
withhold  them  unless  FDA  makes  a 
specific  finding  that  withholding  is 
warranted  for  a  specific  drug  product. 
The  comment  observed  that  such  a 
withholding  exemption  was  adopted  in 
the  Drug  Regulation  Reform  Act  of  1979 
(S  1075,  96th  Cong.,  1st  Sess.  (1979)). 
Another  comment  suggested  that  FDA 
require  the  distribution  of  patient 
package  inserts  under  all  circumstances 
to  avoid  confrontations  between 
pharmacists  and  physicians  and 
pharmacists  and  patients  about  whether 
patient  package  inserts  should  be 
distributed. 
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While  it  is  impossible  to  predict 
precisely  how  every  patient  will  react  to 
information  contained  in  patient 
package  inserts,  the  agency  believes 
that  a  patient’s  possible  reaction  to  the 
information  may  rarely  produce  adverse 
emotional  or  physical  effects  justifying 
withholding  them.  Thus,  the  regulations 
allow  practitioners  to  direct  dispensers 
not  to  provide  patient  package  inserts 
when  a  drug  is  dispensed.  The  agency 
concludes,  however,  that  while  the 
potential  for  patient  package  inserts  to 
cause  adverse  effects  in  some  patients 
justifies  permitting  the  practitioner  to 
direct  that  labeling  be  withheld,  it 
cannot  justify  a  broader  requirement 
that  they  be  withheld  unless  the 
practitioner  directs  its  distribution.  In 
order  to  assure  that  directions  to 
withhold  patient  package  inserts  not 
become  routine,  for  example,  by 
appearing  on  pre-printed  prescription 
pads,  the  final  regulation  has  been 
amended  to  require  that  the  direction  be 
written  in  the  practitioner’s  own  hand.  A 
similar  provision  was  adopted  in  the 
Department’s  Maximum  Allowable  Cost 
(MAC)  regulations  governing  Federal 
reimbursement  for  prescription  drugs 
under  Medicare  and  related  programs. 
Because  FDA  believes  dispensers 
generally  are  less  knowledgeable  about 
the  condition  of  the  patient  for  whom 
the  drug  product  was  prescribed,  the 
agency  does  not  agree  that  dispensers 
should  be  given  the  same  authority  as 
practitioners  to  withhold  patient 
package  inserts.  Finally,  the  agency 
believes  that  the  patient  has  the  right  to 
make  the  ultimate  decision  about  his  or 
her  own  treatment  and  thus  the  patient 
should  have  the  power  to  overrule  the 
practitioner’s  direction.  Thus,  the  final 
regulations  provide  that  the  dispenser  of 
a  prescription  drug  product  is  required 
to  provide  patient  package  inserts  to 
any  patient  who  requests  them  when  the 
drug  product  is  dispensed,  even  if  the 
practitioner  has  directed  that  they  not 
be  provided. 

51.  One  comment  asked  for 
clarification  of  the  manufacturer’s 
responsibility  if  a  patient  asks  the 
manufacturer  for  a  copy  of  the  patient 
package  insert  for  a  product  even  though 
the  patient’s  physician  has  directed  that 
it  not  be  provided  to  the  patient.  The 
comment  suggested  that  manufacturers 
should  be  prohibited  from  providing 
patient  package  inserts  directly  to 
patients.  One  comment  suggested  that 
the  direct  distribution  of  patient  package 
inserts  from  manufacturer  to  patients 
might  be  considered  promotion  of  the 
manufacturer’s  product,  and  thus  a 
violation  of  the  regulations. 


Because  the  patient  has  the 
opportunity  to  obtain  the  patient 
package  inserts  when  the  drug  product 
is  dispensed,  the  agency  believes  it 
unnecessary  to  impose  an  affirmative 
requirement  on  manufacturers  to 
respond  to  patients’  requests. 
Nevertheless,  FDA  encourages 
manufacturers  to  provide  a  patient 
package  insert  to  anyone  who  asks  for  a 
copy.  Although  the  regulations  prohibit 
patient  package  inserts  that  are 
promotional  in  tone,  the  agency  would 
not  view  manufacturers  who  provide 
patient  package  inserts  that  are 
identical  to  those  available  from 
practitioners  or  dispensers  directly  to 
patients  as  violating  that  prohibition. 

52.  One  comment  contended  that  the 
emergency  exemption  provision  is  too 
broad  for  the  following  reasons:  A  drug 
first  administered  during  an  emergency 
may  be  part  of  a  continuing  program  of 
therapy  and  thus  the  patient  may  need 
the  insert  later;  a  woman  patient  may 
discover  after  the  emergency 
administration  of  a  drug  that  she  was 
pregnant  when  the  drug  was  dispensed 
and  may  want  or  need  to  know  the 
potential  risks  to  the  unborn  child;  or  a 
patient  may  need  the  insert  to  monitor 
potential  side  effects  from  the  drug  after 
the  emergency  has  passed.  In  addition, 
because  an  emergency  may  make  it 
impossible  for  the  patient  to  receive  oral 
information  about  a  drug,  several 
comments  noted  that  patient  package 
inserts  may  provide  the  only  source  of 
information  to  the  patient.  Thus,  the 
comments  recommended  that  the 
exemption  be  revised  to  require 
dispensers  to  distribute  patient  package 
inserts  once  the  emergency  is  passed, 
unless  contact  between  the  patient  and 
the  dispenser  or  the  dispenser's  agent  is 
not  reasonably  possible.  Another 
comment  asked  that  the  agency  clarify 
the  exemption  to  ensure  that  it  is  not 
applied  to  drug  products  dispensed  in 
hospital  emergency  rooms  under 
nonemergency  conditions. 

The  agency  is  not  persuaded  that 
patient  package  inserts  should  be 
required  for  patients  who  receive  a  drug 
in  the  course  of  emergency  treatment. 
Distribution  in  emergency  situations 
imposes  significant  logistical  problems 
for  practitioners  and  dispensers  who, 
following  an  emergency,  are  generally 
no  longer  in  contact  with  the  patient. 
This  is  particularly  true  with  respect  to 
emergency  personnel  operating  outside 
of  a  hospital,  such  as  rescue  squads. 
However,  the  exemption  is  limited 
solely  to  the  emergency  treatment.  The 
regulations  contemplate  that  patient 
package  inserts  will  be  made  available 
for  drugs  administered  or  prescribed  in 


subsequent  treatment  through  the 
procedures  required  for  hospitalized 
patients,  if  the  patient  is  admitted  to  a 
hospital,  or  through  the  procedures 
required  for  dispensers  generally  if 
medication  is  provided  on  an  outpatient 
basis. 

The  agency  also  agrees  with  the 
comment  that  the  exemption  should 
apply  only  to  drug  products  dispensed  in 
the  course  of  emergency  treatment,  and 
not  to  drugs  dispensed  to  outpatients 
who  may  have  been  treated  in  an  area 
of  an  institution,  such  as  its  emergency 
room,  where  both  emergency  and 
nonemergency  conditions  are  treated. 

The  agency  has  amended  the  final 
regulations  to  make  this  limitation  clear. 

53.  Several  comments  objected  to  the 
provision  under  which  a  drug  product  is 
not  required  to  be  dispensed  with  an 
insert  if  the  drug  product  is  dispensed  to 
an  institutionalized  patient  who  is  told 
about  the  availability  of  the  insert  and 
advised  of  a  right  to  review  it  upon 
request.  One  comment  observed  that 
institutionalized  patients  are  in  a  unique 
position  to  monitor  their  own  drug  use 
and  that  these  patients  may  need  to 
refer  to  written  information  about  the 
drug  after  they  leave  the  institution.  The 
comment  contended  that  patients  too  ill 
to  make  use  of  patient  package  inserts 
will  not  be  harmed  by  receiving  them 
and  that  logistical  problems  involved  in 
distributing  patient  package  inserts  can 
be  overcome.  One  comment  suggested 
that  the  system  applicable  to 
institutionalized  patients  should  require 
that  a  pharmacist  counsel  the  patient 
about  dispensed  drug  products  instead 
of  requiring  that  patient  package  inserts 
be  made  available  to  the  patient. 
Another  comment  suggested  that  the 
system  be  conditioned  on  the  institution 
informing  the  patient  or  guardian  about 
the  availability  of  patient  package 
inserts.  One  comment  suggested  that 
prescriptions  filled  for  institutionalized 
patients  at  the  time  they  are  discharged 
should  not  be  exempted  from  the  patient 
package  inserts  requirements.  One 
comment  suggested  that  the  regulations 
authorize  FDA  to  require  that  patient 
package  inserts  for  particular  drug 
products  be  provided  to  institutionalized 
patients. 

To  balance  the  needs  of 
institutionalized  patients  for  drug 
information  with  the  needs  of  hospitals, 
nursing  homes,  and  other  health  care 
institutions  not  to  be  burdened  with 
complex  distribution  requirements,  the 
final  regulations  permit  health  care 
institutions  to  adopt  a  system  that  is 
reasonably  calculated  to  advise  patients 
on  admission  of  the  availability  of 
patient  package  inserts,  and  to 
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implement  a  mechanism  that  is 
reasonably  calculated  to  make  that 
information  available  to  patients  on 
request.  The  information  need  not  be 
provided  as  a  separate  retainable 
package  insert;  instead,  for  example,  the 
use  of  a  compendium  of  drug 
information  made  available  to  patients 
is  acceptable.  Alternatively,  the 
institution  may  provide  patient  package 
inserts  to  patients  in  the  same  way  as 
they  would  be  provided  to  non- 
institutionalized  patients.  Under  the 
final  rule  the  option  is  left  to  the 
institution.  Although  FDA  believes 
patient  information  for  prescription  drug 
products  should  be  available  for 
institutionalized  patients,  there  are 
several  reasons  why  the  requirements 
need  not  be  the  same  as  those  for 
patients  who  obtain  drugs  from 
neighborhood  pharmacists.  Hospitalized 
patients  receive  more  continuous,  if  not 
more  intense,  medical  supervision  than 
out-patients.  As  a  result,  health  care 
professionals  are  available  to  encourage 
and  ensure  adherence  to  the  dosage 
regimen,  and  to  recognize  adverse 
effects.  Moreover,  imposing  the  same 
patient  package  inserts  requirements  in 
institutions  as  in  pharmacies  will  create 
significant  logistical  difficulties;  the 
number  of  patients  and  the  number  of 
possible  drug  combinations  for  each 
patient  would  impose  time  consuming, 
costly,  and  complex  obligations. 

FDA  agrees,  however,  that  the  need 
for  patients  to  have  drug  information 
following  discharge  from  a  health  care 
institution  requires  that  patient  package 
inserts  be  provided  by  the  institution  in 
a  retainable  form  if  the  drug  product  is 
to  be  used  outside  the  institution.  The 
final  regulations  have  been  amended 
accordingly. 

FDA  believes  that  to  require 
consultation  with  pharmacists  is 
impracticable  and  burdensome.  With 
respect  to  advising  parents  or  guardians 
about  the  availability  of  patient  package 
inserts,  the  institution’s  obligation 
includes  the  development  of  a 
mechanism  that  is  reasonably 
calculated  to  advise  patients  of  the 
availability  of  patient  package  inserts  at 
the  time  of  admission.  FDA 
contemplates  that  parents  or  guardians 
accompanying  the  patient  will  be 
similarly  advised.  Institutions  are 
required  to  provide  parents  or  guardians 
with  the  information  upon  request. 
Finally,  the  agency  believes  that  a 
revision  of  the  regulations  now  to  permit 
FDA  to  require  the  distribution  of 
specific  patient  package  inserts  in  health 
care  institutions  is  unnecessary  in  the 
absence  of  evidence  that 
institutionalized  patients  will  not  have 


access  to  patient  package  inserts  under 
these  final  regulations. 

54.  Several  comments  asked  for 
clarification  of  the  kinds  of  health  care 
institutions  to  which  a  special  patient 
information  distributor  mechanism  may 
apply.  Several  comments  suggested  that 
it  not  apply  to  nursing  home  patients. 
Other  comments  noted  that  although 
many  of  these  patients  are  fully  rational 
and  sufficiently  healthy  to  require  only 
minimal  care,  many  nursing  homes  do 
not  have  programs  to  educate  residents 
about  drug  products,  and  staffs  are  often 
not  available  to  answer  residents’ 
questions  about  drug  products.  These 
comments  concluded  that  the  logistical 
burden  on  nursing  homes  did  not 
outweigh  the  residents’  rights  to  receive 
patient  package  inserts. 

The  alternative  distribution 
mechanism  applies  to  patients  in 
institutions  whose  primary  business  is 
providing  health  care  for 
institutionalized  patients,  namely 
hospitals,  nursing  homes,  college  v 
infirmaries,  and  intermediate  care 
facilities.  Accordingly,  the  applicable 
regulation,  codified  in  the  final  rule  as 
§  203.35,  refers  in  the  title  to  “health 
care  institutions.”  Under  this  provision 
patient  package  inserts  will  be  made 
available  to  nursing  home  residents. 

55.  Several  comments  argued  that  the 
criteria  for  health  care  institutions 
should  apply  to  drugs  dispensed  to  a 
woman  during  labor  or  delivery,  just  as 
they  do  to  other  institutionalized 
patients.  The  comments  observed  that 
the  best  time  to  provide  information  to 
patients  about  drug  products  commonly 
dispensed  during  labor  or  delivery  is 
during  prenatal  care.  The  comments 
noted  that  many  women  arrive  at  the 
institution  in  labor  and  often  are  under  a 
great  deal  of  stress  that  may  interfere 
with  their  ability  to  consider  and  thus 
benefit  from  patient  package  inserts. 

The  agency  has  concluded  that 
pregnant  women  have  the  same  need  for 
patient  package  inserts  as  all  other 
patients.  Therefore,  the  rules  governing 
the  provision  of  patient  package  inserts 
to  pregnant  women  in  hospitals  will  be 
the  same  as  those  applicable  to  other 
patients  in  health  care  institutions.  Thus, 
a  woman  admitted  through  the  normal 
admission  procedures  will  be  advised  of 
the  availability  of  patient  information 
and  have  access  to  it.  An  admission  of  a 
woman  in  an  advanced  stage  of  labor 
would  likely  be  subject  to  the  provisions 
for  emergency  treatment.  The  agency 
encourages  health  care  professionals 
and  health  care  institutions  to  avoid  the 
difficulties  of  discussing  drug  therapy 
with  women  about  to  give  birth  by 
providing  pregnant  patients  with 
information,  including  patient  package 


inserts,  at  the  time  of  prenatal 
examinations. 

Drugs  for  Which  Patient  Package  Inserts 
Should  Be  Required 

56.  Some  comments  suggested  that  the 
patient  package  inserts  requirements 
should  be  applied  to  prescription  drug 
products  that  are  compounded  by 
pharmacists,  while  other  comments 
objected  to  the  application  of  the 
requirements  to  those  products.  The 
comments  in  favor  of  applying  the 
requirements  suggested  that  patient 
package  inserts  about  the  active 
ingredients  used  in  compounded 
products  should  be  provided  to  patients. 

The  agency  does  not  believe  at  this 
time  that  active  ingredients  used  in 
pharmacist-compounded  prescriptions 
should  be  subject  to  the  patient  package 
inserts  requirements.  Generally,  active 
ingredients  used  in  pharmacist- 
compounded  prescriptions,  such  as 
products  to  treat  dermatologic 
conditions,  have  so  many  potential  uses 
and  can  be  used  in  so  many  different 
combinations  that  it  would  be  very 
difficult  to  draft  patient  package  inserts 
to  meet  the  requirements  of  these 
regulations,  which  are  intended  to  apply 
to  drug  products  produced  by  drug 
manufacturers  and  distributed  to 
pharmacists  and  other  dispensers. 

57.  Comments  objected  to  the 
application  of  the  patient  package 
inserts  requirements  to  drug  products 
administered  or  prescribed  by  dentists. 

No  basis  has  been  presented  for 
exempting  drugs  administered  or 
prescribed  by  dentists.  Patient  package 
inserts  requirements  are  applied  to 
specific  drugs,  and  no  distinction  has 
been  presented  between  the  needs  of 
dental  patients  for  information  about 
drug  products  and  needs  of  patients  of 
other  health  care  professionals. 

58.  Several  comments  suggested  that 
certain  drugs,  such  as  biologies, 
allergenic  extracts,  and  diagnostic 
radiopharmaceuticals  be  exempt  from 
the  patient  package  inserts 
requirements.  Other  comments  urged 
that  drugs  commonly  used  in  pregnant 
women  during  labor  and  delivery,  and 
antipsychotic,  antidepressant,  and 
anticancer  drugs  be  added  to  the  list 
given  in  the  proposal  for  the  initial 
application  of  the  patient  package 
inserts  regulation.  One  comment 
objected  to  the  agency’s  criterion  for 
selection  of  drugs  based  upon  whether 
the  drug  is  "elective.”  The  comment 
contended  that  all  drug  products  are 
elective  because  a  patient  may  decide  to 
forego  treatment  based  on  the  patient’s 
evaluation  of  the  risks  and  benefits 
associated  with  the  use  of  the  drug 
product  and  the  lack  of  treatment.  Other 
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comments  suggested  that  several  of  the 
drugs  listed  are  not  suitable  for  election 
by  the  patient. 

Comments  objected  specifically  to  the 
application  of  the  patient  package 
inserts  regulations  to  chlorpropamide, 
digoxin,  and  phenytoin.  They  contended 
that  these  drugs  do  not  met  FDA’s 
selection  criteria.  The  comments 
suggested  that  it  would  be  difficult  to 
describe  in  nontechnical  language  the 
potential  side  effects  of  the  drugs,  and 
patient  package  inserts  might  increase 
the  rate  of  noncompliance  because  of 
patient  fears  about  the  drugs,  or  reduce 
the  patients’  contacts  with  the  health 
care  practitioner  because  of  the  patients’ 
reliance  on  the  insert.  One  commenter 
also  contended  that  patient  package 
inserts  cannot  be  required  for 
chlorpropamide  until  the  issues  raised 
by  FDA’s  1975  proposed  professional 
labeling  for  oral  hypoglycemic  drug 
products  are  resolved. 

As  stated  earlier  in  this  preamble,  the 
agency  will  require  patient  package 
inserts  for  the  following  10  drugs  and 
drug  classes  during  the  initial  program 
to  implement  the  agency’s  general 
patient  package  inserts  regulations: 
ampicillins,  benzodiazepines, 
cimetidine,  clofibrate,  digoxin, 
methoxsalen,  propoxyphene,  phenytoin, 
thiazides,  and  warfarin. 

These  drugs  or  drug  classes  were 
selected  on  the  basis  of  the  following 
criteria:  (1)  Whether  patient  package 
inserts  would  affect  the  patient’s 
decision  to  use  the  drug,  (2)  whether 
patient  package  inserts  would  help 
prevent  serious  adverse  effects,  (3) 
whether  patient  package  inserts  would 
help  increase  the  patient’s  adherence  to 
the  prescribed  course  of  therapy,  and  (4) 
the  extent  to  which  a  particular  drug  is 
prescribed.  Although  all  four  criteria  do 
not  apply  to  all  10  drugs,  each  drug, 
including  digoxin  and  phenytoin,  is 
subject  to  at  least  two  and  most  more 
than  two,  and  the  drugs  are  therefore 
appropriate  subjects  for  the  patient 
package  inserts  requirements  during  the 
pilot  program.  Patient  package  inserts 
for  ampicillins,  benzodiazepines, 
clofibrate,  and  propoxyphene  may  affect 
the  patient’s  decision  to  use  the  drug. 
Patient  package  inserts  for  all  10  drugs 
or  drug  classes  would  help  prevent 
serious  adverse  effects.  Patient  package 
inserts  for  all  the  drugs,  except 
benzodiazepines,  clofibrate,  and 
propoxyphene  may  increase  the 
patient’s  adherence  to  the  prescribed 
course  of  therapy.  All  of  the  drugs, 
except  methoxsalen,  are  widely  used. 
Elsewhere  in  this  issue  of  the  Federal 
Register  the  agency  is  publishing  a 
notice  containing  draft  guideline  patient 


package  inserts  for  the  10  drugs  or  drug 
classes.  That  notice  describes  more  fully 
the  drugs  and  drug  classes. 

The  agency  concludes  that,  given  its 
selection  of  10  drugs  or  drug  classes  for 
the  initial  implementation  program,  it  is 
unnecessary  now  to  consider  the 
application  of  the  patient  package 
inserts  requirements  to  other  drug 
products.  During  the  evaluation 
program,  the  agency  will  review  its 
selection  criteria  for  applying  the 
requirements. 

59.  Several  comments  contended  that 
the  application  of  the  patient  package 
inserts  requirements  to  specific  drugs 
used  to  treat  a  particular  condition  will 
give  an  economic  advantage  to  the 
manufacturers  of  those  drugs  not 
covered  by  the  regulation.  The 
comments  contended  that  the 
regulations  should  be  applied  at  one 
time  to  all  drugs  used  to  treat  a 
condition  (for  example,  patient  package 
inserts  should  be  required 
simultaneously  for  all  drugs  used  to 
treat  high  blood  pressure).  According  to 
the  comments,  such  a  requirement 
would  ensure  that  all  patients  treated 
for  a  particular  condition  would  be 
uniformly  informed  of  the  risks  and 
benefits  of  use  of  products  prescribed 
for  that  condition. 

The  agency  is  not  persuaded  that  the 
application  of  the  patient  package 
inserts  requirements  to  specific  drugs 
used  to  treat  a  particular  condition  gives 
an  economic  advantage  to  the 
manufacturers  of  drugs  not  covered  by 
the  regulation.  It  is  equally  arguable  that 
the  availability  of  patient  package 
inserts  for  drugs  present  an  economic 
advantage  because  they  will  be  viewed 
as  desirable.  It  also  disputes  the 
implication  that  the  added  costs 
attributed  to  package  inserts  will 
necessarily  affect  a  drug  product’s  share 
of  the  market.  The  agency  believes, 
rather,  that  practitioners  in  prescribing 
drug  products  rely  less  on  the  cost  of  the 
product  than  they  do  on  other 
considerations,  such  as  the  patient’s 
medical  history,  the  specific  condition 
for  which  the  drug  product  is  prescribed, 
and  their  own  familiarity  with  the  drug. 
In  addition,  the  agency,  as  discussed 
above,  intends  to  prepare  guideline 
patient  package  inserts  for  certain 
classes  of  drugs  (for  example, 
ampicillins,  benzodiazepines,  and 
thiazides)  which  will  apply  uniformly  to 
manufacturers  of  the  drug  products  in 
the  class. 

60.  One  comment  suggested  that 
patient  package  inserts  should  not  be 
required  for  drug  products  that  are 
administered  over  a  short  period  of  time 
and,  thus,  involve  no  risk.  Another 
comment  suggested  that  patient  package 


inserts  be  required  only  for  those  drug 
products  for  which  there  is  clear 
evidence  that  such  inserts  are  essential 
to  the  health  and  safety  of  the  patient. 

FDA  disagrees  with  these  comments. 
Duration  of  treatment  is  not  the  only 
factor  to  be  taken  into  account  in 
deciding  whether  patient  package 
inserts  will  enhance  the  patient’s  use  of 
prescription  drugs.  In  some  cases, 
duration  of  therapy  may  have  little 
relationship  to  risks  to  the  patient.  In  the 
proposal,  FDA  identified  four  criteria  for 
initially  identifying  those  drugs  that 
should  be  subject  to  patient  package 
inserts  requirements.  They  are:  (1) 
Whether  patient  package  inserts  would 
affect  the  patient’s  decision  to  use  the 
drug,  (2)  whether  patient  package  inserts 
would  help  prevent  serious  adverse 
effects,  (3)  whether  patient  package 
inserts  would  help  increase  the  patient’s 
adherence  to  the  prescribed  course  of 
therapy,  and  (4)  the  extent  to  which  a 
particular  drug  product  is  prescribed. 

The  agency  believes  that  these  criteria 
all  reflect  situations  where  patient 
package  inserts  will  promote  the  safe 
and  effective  use  of  drugs  by  patients 
and,  thus,  are  more  appropriate  than 
those  suggested  by  the  comments. 

61.  Several  comments  suggested  that 
the  drugs  for  which  patient  labeling  is 
currently  required  by  separate 
regulations  should  be  subject  to  the 
dispensing  and  distribution 
requirements  under  these  final 
regulations. 

As  stated  in  the  patient  package 
inserts  proposal,  the  agency  will 
propose  to  conform  current  regulations 
for  specific  drugs  to  the  general 
requirements  promulgated  in  Part  203. 
However,  this  final  rule  currently 
excludes,  in  §  203.30(d),  drugs  subject  to 
patient  labeling  requirements  under 
separate  regulations. 

62.  Several  comments  contended  that 
to  make  the  patient  package  inserts 
requirements  effective  for  a  specific 
drug  120  days  after  the  publication  of  a 
notice  in  the  Federal  Register  does  not 
provide  enough  time  for  printing  and 
distributing  the  package  inserts.  Another 
comment  interpreted  the  phrase  “unless 
a  different  time  period  is  stated  in  the 
notice"  only  to  permit  periods  longer 
than  120  days  because  shorter  periods 
would  be  unreasonable.  Several 
comments  recommended  that  the 
requirement  for  a  product  be  made 
effective  180  days  after  the  date  of 
publication  of  the  final  guideline  for  that 
product.  A  longer  effective  date  would 
reduce  the  costs  and  burdens  on 
manufacturers  by  minimizing  the  need 
to  discard  obsolete  patient  package 
inserts,  by  permitting  larger  orders  of 
them  at  discount  prices,  and  by  avoiding 
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labor  costs  and  repackaging  and 
relabeling  operations.  A  comment  also 
noted  that  a  drug  product’s  professional 
labeling  is  required  under  §  201.57  to 
include  the  product’s  patient  package 
insert  and,  thus,  the  professional 
labeling  must  be  revised  when  the 
patient  package  insert  is  required  for  a 
product.  Several  comments  argued  that 
the  regulations  should  be  applied  only  to 
drug  products  packaged  after  the 
effective  date. 

Several  comments  objected  to  the 
provision  in  §  203.30,  which  would 
permit  the  agency  to  prohibit  the  further 
distribution  of  a  drug  product  without 
patient  package  inserts,  notwithstanding 
the  product’s  lawful  initial  introduction 
or  initial  delivery  for  introduction  into 
interstate  commerce,  if  the  agency 
determines  that  such  action  is  necessary 
to  protect  the  public  health.  The 
comment  contended  that  the  agency 
should  at  least  describe  those 
circumstances  under  which  protection  of 
the  public  health  would  warrant  such  an 
extraordinary  disruption  of  distribution 
of  drug  products. 

The  agency  has  concluded  that  the 
effective  date  of  the  patient  package 
inserts  requirements  should  be  180  days 
after  the  publication  of  a  notice  in  the 
Federal  Register  that  a  drug  is  subject  to 
the  regulation.  However,  the  effective 
date  applies  to  all  persons  having 
obligations  under  the  regulations — 
manufacturers,  distributors,  and 
dispensers.  Manufacturers  should  begin 
the  shipment  of  patient  package  inserts 
early  enough  to  permit  compliance  by 
dispensers  by  the  effective  date,  or 
provide  dispensers  with  copies  of 
patient  package  inserts  so  that  they  can 
be  dispensed  after  the  effective  date 
with  existing  supplies  of  drugs.  The 
agency  believes  that  the  application  of 
the  regulations  only  to  products 
"initially  introduced  into  interstate 
commerce”  after  the  effective  date,  as 
proposed,  or  to  products  packaged  after 
the  effective  date,  would  unnecessarily 
confuse  practitioners,  dispensers,  and 
patients  because  the  requirements 
would  then  apply  on  a  dispenser-by¬ 
dispenser  basis  based  upon  when  the 
manufacturer  or  distributor  packaged  or 
shipped  the  dispenser’s  supply  of  a  drug 
product.  Because  FDA  believes  these 
patient  package  inserts  requirements 
should  be  applied  to  all  dispensers 
uniformly  and  the  patient  package 
inserts  for  a  product  should  be  available 
at  the  same  time  for  all  patients  who  are 
initially  prescribed  the  drug,  the  agency 
has  revised  the  effective  date  provision 
to  state  that  the  final  regulations  apply 
to  drug  products  introduced  or  delivered 
for  introduction  into  interstate 


commerce,  or  held  for  sale  after 
shipment  in  interstate  commerce  after 
the  effective  date.  Thus,  the  effective 
date  applies  to  drugs  dispensed,  or 
available  for  dispensing,  at  the 
pharmacy  level.  Nevertheless,  the 
agency  concludes  that  public  health 
considerations  may  require  that  the 
regulation  apply  to  a  specific  product  in 
less  than  180  days,  if  the  agency 
determines  that  patients  should  be 
immediately  alerted  to  new  information 
about  a  drug  product,  and  that  flexibility 
is  retained  in  the  final  rule. 

63.  One  comment  noted  that  21  CFR 
601.12  provides  that  changes  in  labeling 
for  biological  products  may  not  be  made 
effective  until  the  holder  of  the  biologic 
license  has  received  acceptance  from 
the  agency.  The  comment  suggested  that 
FDA  clarify  whether  the  requirements 
for  patient  package  inserts  are  intended 
to  amend  §  601.12. 

The  patient  package  inserts 
regulations  do  not  amend  §  601.12. 
Although  the  agency  does  not  now 
intend  to  apply  the  patient  package 
inserts  regulations  to  a  biological 
product  during  the  initial 
implementation  program,  the 
establishment  of  an  effective  date  for 
patient  package  inserts  for  a  biological 
product  in  a  Federal  Register  notice  will 
take  into  consideration  the  time  needed 
for  the  license  holder  to  obtain  approval 
from  the  agency. 

Evaluation  Plan 

64.  During  the  next  approximately  3 
years  the  agency  intends  to  evaluate  in 
more  detail,  and  based  on  actual 
experience,  the  costs,  benefits,  and  other 
effects  of  patient  package  inserts,  both 
as  required  by  these  regulations  and  as 
carried  out  under  alternative  patient 
information  systems. 

The  agency  plans  to  acquire  data  for 
the  evaluation  from  contracted  research 
studies,  from  the  analysis  of  large  scale 
archival  data  bases  and  from  review  of 
routine  submissions  to  the  agency, 
including  reports  on  compliance  with  the 
initial  implementation  program.  Studies 
which  FDA  is  cosponsoring  with  the 
National  Institute  of  Mental  Health  are 
continuing.  These  studies  are  examining 
the  relative  importance  to  patients  of 
various  pieces  of  information  for  patient 
labeling  and  comparing  the  utility  of 
patient  package  inserts  dealing  with  a 
drug  class  with  labeling  that  simply 
discusses  prescription  drugs  in  general. 
The  agency’s  major  experimental  study 
about  variations  in  selected  features  of 
patient  package  inserts,  conducted 
under  FDA  contract  to  the  Rand  Corp., 
is  also  continuing. 

In  addition,  FDA  will  consider  all 
relevant  new  data  that  are  voluntarily 


submitted  to  the  agency  for  review. 
Material  received  will  be  placed  on  file 
with  the  Hearing  Clerk  so  that  the  public 
can  review  it  and  comment  on  it  at  any 
time.  FDA  will  review  all  comments 
received  during  the  initial 
implementation  program  before  deciding 
whether  to  expand,  revise,  or  defer  the 
patient  package  inserts  program.  FDA- 
sponsored  studies  will  be  designed  to 
obtain  data  on  several  key  issues: 

a.  What  are  the  costs  of  patient 
package  inserts?  Direct  costs  for 
drafting,  printing,  distributing,  and 
dispensing  patient  package  inserts  need 
to  be  reliably  quantified.  Indirect 
additional  costs  and  cost  savings, 
including  those  that  may  result  if  patient 
package  inserts  change  the  amount  and 
nature  of  interaction  between  patients 
and  health  professionals,  also  need  to 
be  measured. 

b.  What  are  the  effects  of  patient 
package  inserts  on  patients?  How  and  to 
what  extent  do  patient  package  inserts 
influence  adherence  to  dosage  regimens 
and  patient  monitoring  of  drug  effects? 

Do  patient  package  inserts  help  patients 
take  proper  precautions  to  avoid 
dangerous  drug  interactions  with  other 
foods  and  drugs?  Do  patient  package 
inserts  discourage  inappropriate  drug 
use?  Possible  effects  will  be  ascertained 
through  questioning  patients  and 
through  searching  archival  data  bases, 
including  marketing  data  and  records  of 
third  party  drug  reimbursement  plans, 
that  record  drug  use  data  and  the  effects 
of  inappropriate  drug  use. 

c.  What  is  the  influence  of  patient 
package  inserts  on  the  patient/ 
professional  relationship?  Any  influence 
of  patient  package  inserts  will  likely  be 
evidenced  in  changes  in  the  incidence  or 
nature  of  communications  between 
physicians  and  patients  and 
pharmacists  and  patients.  FDA  intends 
to  study  the  possible  influence  of  patient 
package  inserts  on  these 
communications  during  the  evaluation 
period. 

d.  What  is  the  most  cost  effective 
method  for  distributing  prescription  drug 
information  to  patients?  As  discussed 
above  under  paragraphs  5  and  8,  before 
deciding  to  require  dispensers  to  provide 
retainable  patient  package  inserts  when 
each  new  prescription  is  dispensed, 

FDA  considered  several  alternative 
ways  of  providing  patients  with 
information  about  prescription  drug 
products.  These  included  a  reference 
compendia  of  patient  labeling  available 
in  pharmacies  for  patients  to  consult, 
distributing  compendia  directly  to 
patients  and  their  families,  and 
practitioner  distribution.  The  agency 
wants  to  acquire  data  based  on 
experiments  comparing  the  effectiveness 
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and  efficiency  of  various  distribution 
schemes. 

During  the  on-going  evaluation  period, 
the  agency  is  interested  in  obtaining 
data  on  the  comparative  effectiveness 
and  costs  of  alternative  distribution 
systems  for  products  subject  to  these 
regulations.  FDA  encourages  interested 
persons  to  submit  to  FDA  proposals 
outlining  alternative  systems.  If  an 
alternative  distribution  study  is 
accepted  by  FDA  and  the  protocol  for 
the  study  requires  a  waiver  of  the 
regulations,  FDA  will  exempt  the  parties 
involved  in  the  study  from  those 
requirements.  To  be  acceptable,  a 
proposal  should  describe  a  research 
design  that  permits  a  comparison  of  the 
dispensing  system  required  under  these 
regulations  and  at  least  one  alternative 
system.  Proposals  should  seek  to 
measure  both  the  costs  and  benefits  of 
each  alternative.  Such  proposals  should 
state  the  kind  of  system  to  be  tested,  the 
location  of  the  test,  and  the  expected 
duration  of  the  test.  If  any  requirements 
of  the  regulations  must  be  waived  to 
permit  the  proposed  testing,  the 
proposal  should  specify  the  applicable 
provisions.  If  a  waiver  is  required,  the 
test  should  not  begin  until  FDA  notifies 
the  test  sponsor  of  agency  approval. 

FDA  advises  that  it  is  unable  to  fund 
any  pharmacy  based  distribution  tests 
that  result  from  these  proposals.  FDA 
has  placed  on  file  in  the  office  of  the 
Hearing  Clerk  a  report,  "Distribution 
Alternatives  for  Patient  Labeling,” 
which  describes  in  greater  detail  the 
standards  that  the  agency  will  use  to 
judge  proposals. 

Testing  may  be  sponsored  by  any 
interested  individual  or  group  and  may 
be  confined  to  specific  geographical 
areas  or  to  specific  institutions.  FDA  has 
added  to  the  regulations  a  new  §  203.35 
to  provide  procedures  for  the  agency  to 
waive  requirements  to  enable  the  testing 
of  alternative  distribution  systems.  The 
agency  asks  that  test  proposals  and 
requests  for  waivers  from  the 
regulations  be  submitted  in  the  form  of 
citizen  petitions  to  the  agency  under 
§  10.30  (21  CFR  10.30).  The  use  of  these 
procedures  provides  an  efficient 
mechanism  for  FDA  to  rapidly  file, 
route,  and  review  these  proposals  and 
requests. 

Economic  Issues 

65.  Many  comments  criticized  the 
draft  regulatory  analysis,  stating  that  it 
significantly  underestimated  the  costs  of 
the  proposed  regulation.  The  comments 
contended  that  a  number  of  cost  factors 
were  not  considered  and  that  those  that 
were  considered  were  greatly 
understated.  One  comment  estimated 
the  annual  cost  of  the  program  to  be 


between  $214  and  $720  million,  or  two  to 
seven  times  FDA's  estimate. 

On  the  basis  of  their  estimates  of  the 
costs  involved,  several  comments  urged 
that  the  rulemaking  either  be  ended, 
because  the  true  costs  of  the  regulation 
outweigh  the  demonstrated  benefits,  or 
that  the  rulemaking  be  delayed  until 
FDA  conducts  and  evaluates  further 
studies  of  the  patient  package  inserts 
program  and  alternative  programs. 

Finally,  a  number  of  commenters 
urged  that  in  light  of  the  uncertainties 
about  the  costs  and  benefits  of  patient 
package  inserts,  FDA  should  limit  the 
scope  of  the  patient  package  inserts 
program  to  a  pilot  program  that  tests 
several  alternatives  for  informing 
patients  about  prescription  drugs. 
Comments  said  that  a  pilot  program 
should  (1)  establish  procedures  to  better 
estimate  the  regulation’s  actual  costs 
and  benefits,  (2)  evaluate  alternatives  to 
the  agency’s  program,  and  (3)  state  how 
the  information  to  be  derived  from  the 
program  would  be  incorporated  into  the 
decisionmaking  process. 

As  noted  at  the  beginning  of  this 
notice,  these  comments  influenced  the 
agency  in  deciding  to  apply  the 
regulation  initially  only  to  10  drugs  or 
drug  classes.  The  agency  will  make  a 
thorough  evaluation  of  patient  package 
inserts  for  these  drugs  during  the  intial 
implementation  period. 

Comments  about  specific  aspects  of 
the  draft  regulatory  analysis  are 
summarized  and  discussed  below. 

66.  Comments  asserted  that  the 
proposal  would  require  significantly 
greater  outlays  for  developing,  printing, 
and  packaging  patient  package  inserts 
than  were  identified  in  the  draft 
regulatory  analysis.  The  comments 
argued  FDA  had  omitted  several  factors 
that  add  to  the  estimated  cost  of  patient 
package  inserts  such  as  (1)  costs  of 
distribution  to  wholesalers,  including 
costs  entailed  in  determining  the  number 
of  patient  package  inserts  to  be  included 
in  each  bulk  drug  package  and  costs  of 
redesign  or  replacement  of  packaging 
machinery  to  accommodate  larger 
packages  for  drug  products  that  could 
intergrate  the  inserts,  (2)  costs  of 
enlarging  physician  labeling  to  include 
the  text  of  patient  package  inserts,  (3) 
costs  of  new  printing  plates,  and  (4) 
costs  for  new  cutting  dies  for  patient 
package  inserts  and  for  new  packaging. 
Also,  the  comments  asserted  that  FDA 
underestimated  the  costs  to  draft  and 
review  patient  package  inserts  because 
it  omitted  manufacturers’  costs  of 
obtaining  their  own  internal  review  of 
draft  package  inserts  texts. 

The  agency  agrees  that  the  draft 
regulatory  analysis  did  not  estimate  two 
potentially  significant  manufacturing 


costs:  costs  of  distribution  to 
wholesalers  and  costs  of  manufacturers’ 
internal  review  of  patient  package 
inserts.  These  costs  have  been 
considered  and  estimated  in  the  final 
regulatory  analysis.  The  agency  notes, 
however,  that  the  costs  of  printing  plates 
and  dies  was  included  in  the  draft 
regulatory  analysis  as  part  of  the  costs 
attributed  to  printing. 

67.  A  number  of  comments 
complained  that  the  proposed  regulation 
would  substantially  increase  costs 
incurred  by  wholesalers  in  storing, 
retrieving,  and  shipping  drug  products. 
The  comments  suggested  that  these 
costs  would  be  especially  great  for 
wholesalers  who  have  adopted 
automated  systems  of  storage,  retrieval, 
and  shipping. 

The  agency  agrees  that  it  understated 
the  impact  on  wholesalers  of  a 
comprehensive  patient  package  inserts 
program.  The  final  regulatory  analysis 
includes  estimates  of  wholesaler's 
handling  costs. 

68.  Several  comments  suggested  that 
patient  package  inserts  requirements 
would  result  in  increased  patient 
demands  on  the  time  of  physicians  to 
answer  questions  prompted  by  the 
inserts.  One  commenter  anticipated  that 
0.5  percent  of  all  patients  who  receive 
patient  package  inserts  will  return  to  the 
prescribing  physician's  office  because  of 
them.  The  comment  suggested  that  the 
agency's  consideration  of  the  economic 
impact  of  the  regulation  should  account 
for  these  additional  costs. 

The  agency  notes  that  the  evaluation 
of  the  limited  implementation  program 
will  seek  data  on  the  effects  of  patient 
package  inserts  on  patient/practitioner 
encounters,  including  questions, 
telephone  calls,  and  revisits  to 
physicians.  As  discussed  below  in 
FDA’s  regulatory  analysis,  however, 
evidence  to  date  from  an  FDA- 
sponsored  study  of  oral  contraceptive 
patient  labeling  suggests  that  patient 
package  inserts  create  a  net  decrease  in 
patients’  demands  on  the  practitioners’ 
time. 

69.  Many  comments  disagreed  with 
the  agency’s  estimates  of  the  costs  to 
pharmacists  for  receiving,  storing, 
retrieving,  and  dispensing  patient 
package  inserts.  A  comment  suggested 
that  to  store  them,  pharmacies  would 
have  to  acquire  a  minimum  of  two  filing 
cabinets.  Other  comments  suggested 
that  the  storage  problems  caused  by  the 
regulations  would  force  pharmacies  to 
remodel  their  workspace.  Estimates  of 
the  costs  of  remodeling  ranged  up  to 
$10,000  per  pharmacy.  Comments 
criticized  the  agency’s  failure  to 
estimate  the  costs  of  pharmacists’  time 
in  addition  to  the  time  of  pharmacy 
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clerks.  A  comment  suggested  that  to 
verify  the  distribution  of  patient  package 
inserts,  pharmacies  would  have  to 
develop  systems  to  document  receipt  by 
the  patient.  Several  comments  suggested 
that  the  patient  package  inserts 
regulations  would  result  in  significantly 
increased  demands  upon  the  time  of 
pharmacists  to  permit  them  to  counsel 
patients  about  the  information 
contained  in  them.  Other  comments  also 
suggested  that  the  patient  package 
inserts  regulation  would  lead  some 
patients  to  return  their  prescription  drug 
product  for  refund  and  that  the  costs  of 
refunds  would  be  borne  by  the 
pharmacist. 

The  agency  does  not  agree  that  the 
proposed  regulations  would  compel  all 
pharmacies  to  remodel  their  space, 
although  this  may  be  the  case  for  some 
pharmacies.  Because  the  final 
regulations  are  limited  in  their 
implementation,  and  FDA  plans  an 
extensive  evaluation,  including 
observation  of  storage  and  handling  by 
pharmacies,  before  deciding  whether  to 
expand  their  scope,  the  agency  is  not 
now  willing  to  estimate  pharmacy  costs  . 
for  a  full  patient  package  inserts 
program.  The  final  regulatory  analysis 
contains  estimates  of  storage  costs  for 
the  initial  program  and  estimates  of  the 
costs  of  pharmacists’  supervision  of 
patient  package  insert  dispensing.  The 
final  regulatory  analysis  also  considers 
the  potential  extra  demands  on 
pharmacists’  time  and  the  potential 
costs  associated  with  returned 
prescriptions. 

Because  the  regulations  do  not  require 
pharmacies  to  establish  recordkeeping 
systems  to  document  distribution  of 
patient  package  inserts,  the  agency  does 
not  agree  that  the  cost  of  such  systems 
should  be  included  in  a  regulatory 
analysis.  Even  if  such  a  system  is 
adopted,  it  should  not  significantly 
increase  pharmacy  costs. 

70.  Several  comments  claimed  that  the 
cost  of  making  patient  package  inserts 
available  to  institutionalized  patients 
(for  example,  inpatients  in  hospitals  and 
residents  of  skilled  nursing  facilities) 
through  the  maintenance  of  a  system 
such  as  a  set  of  compendia,  and  the 
updating  of  the  contents  of  the 
compendia,  would  all  contribute  to 
increased  costs  for  health  care 
institutions.  Additionally,  comments 
complained  that  the  agency  failed  to 
consider  costs  incurred  in  developing 
procedures  to  handle  patient  package 
inserts,  to  notify  patients  of  the 
availability  of  patient  package  inserts 
upon  admission,  and  to  assure  the 
availability  of  them  throughout  a 
patient’s  stay. 


Because  estimated  costs  to  health 
care  institutions  comprise  a  relatively 
small  part  of  the  total  estimated  costs  of 
the  patient  package  inserts  program,  the 
agency  is  not  persuaded  that  the 
omission  of  institutional  burdens  cited 
in  the  comments  made  a  significant 
difference  in  the  estimated  total  costs  of 
the  program.  Nevertheless,  the  final 
regulatory  analysis  includes 
consideration  of  the  additional  burdens 
in  an  attempt  to  provide  a  more 
comprehensive  estimate  of  the  costs  to 
health  care  institutions. 

71.  One  comment  claimed  that  the 
proposed  regulation  would  place  a 
disproportionate  cost  burden  on  small 
independent  pharmacies.  The  comment 
urged  that  the  agency  review  the 
relative  burdens  of  the  regulation  on 
pharmacies  of  various  sizes. 

The  possibility  of  disproportionate 
burden  on  small  independent 
pharmacies  may  be  relevant  in  rare 
cases,  for  example,  if  a  particular  small 
pharmacy  is  required  to  remodel  space 
to  accommodate  patient  package  inserts. 
The  agency  believes,  however,  that  in 
general  the  costs  to  pharmacies  are 
commensurate  with  numbers  of 
prescriptions  dispensed.  The  agency  will 
assess  the  effects  of  the  regulations  on 
pharmacies  of  various  sizes  during  the 
evaluation  of  the  program. 

72.  Many  comments  critized  the  draft 
regulatory  analysis  for  overlooking  a 
number  of  cost  factors  including  the 
costs  of  enforcing  the  regulation,  costs 
involved  in  updating  and  revising 
patient  package  inserts,  and  the 
increased  costs  due  to  inflation.  Some 
comments  faulted  the  agency  for  failing 
to  consider  the  costs  to  the  government 
of  reimbursement  to  pharmacists  under 
the  medicaid  program. 

The  agency  agrees  that  costs  of 
updating  and  revising  patient  package 
inserts  should  have  been  included  in  the 
draft  regulatory  analysis.  But  the  agency 
does  not  believe  those  costs  will  occur 
to  any  substantial  degree  during  the 
agency’s  initial  implementation  program. 
The  agency  also  notes  that  enforcement 
costs  were  purposely  excluded  because 
these  costs  will  be  absorbed  within 
resources  currently  available.  Also,  the 
omission  of  inflation  factors  was 
intentional,  and  consistent  with 
established  cost  accounting  principles, 
although  the  agency  inadvertently 
omitted  noting  that  all  estimates  were  in 
1979  dollars  and  that  such  base  year 
citations  are  accepted  practice.  Finally, 
the  agency  advises  that  medicaid 
reimbursement  costs  shift  the  burden 
from  the  patient  to  the  taxpayer,  but  do 
not  increase  total  costs  of  the  program. 

73.  A  number  of  comments  criticized 
the  agency  for  failing  adequately  to 


assess  and  quantify  the  potential 
benefits  of  the  patient  package  inserts 
regulation.  The  comments  suggested  that 
in  the  absence  of  such  an  attempt  to 
quantify  benefits,  the  agency  could  not 
justify  the  regulations.  Moreover, 
several  comments  suggested  that  the 
agency’s  failure  to  quantify  the  potential 
benefits  from  the  alternatives  to  the 
agency’s  proposed  program  makes  it 
impossible  to  determine  whether  the 
proposed  patient  package  inserts 
regulations  are  better  suited  than  the 
alternatives  to  achieve  the  agency’s 
intended  results.  One  comment 
suggested  a  method  of  quantification  of 
benefits  that  permits  a  rough  estimation 
of  the  range  of  effects. 

Available  studies,  experience  and 
other  data  demonstrate  that  patient 
package  inserts  will:  (1)  Reduce 
prescription  drug  use  because  of  proper 
use  of  initial  prescriptions,  (2)  result  in 
fewer  visits  to  health  care  professionals, 
(3)  result  in  fewer  hospital  admissions 
for  avoidable  adverse  drug  reactions  or 
therapeutic  failures  due  to 
noncompliance,  and  (4)  cause  fewer 
work  days  to  be  lost  due  to  avoidable 
adverse  drug  reactions.  Precise 
quantification  of  these  benefits,  seen  in 
other  but  more  limited  patient 
information  programs,  must,  of  course 
await  detailed  evaluation  of  the  program 
which  is  being  applied  to  the  10  selected 
drugs  or  drug  classes. 

The  agency  emphasizes  that  its 
inability  to  quantify  with  precision  the 
benefits  of  the  yet-to-be  implemented 
program  should  not  be  interpreted  as 
skepticism  that  the  benefits  will  accrue. 
Available  evidence  makes  clear  that 
informed  patients  will  contribute 
materially  to  improvements  in  health. 
The  agency  also  believes  that  by 
providing  patients  with  important 
information  about  prescription  drugs, 
the  overall  health  care  system  will  be 
supported  and  advanced.  The  final  " 
regulatory  analysis,  therefore,  presents 
(and  can  only  be  expected  to  present)  an 
illustration  of  the  benefits  of  modest 
improvements  in  rates  of  compliance 
with  prescribed  therapy  and  of 
avoidance  of  severe  adverse  reactions. 

Regulatory  Analysis 

In  Accordance  with  Executive  Order 
12044,  FDA  has  prepared  the  following 
regulatory  analysis  of  these  final 
regulations.  A  copy  of  the  regulatory 
analysis,  including  sources  for 
estimates,  is  on  file  in  the  FDA  Hearing 
Clerk’s  office. 

The  agency’s  analysis  is  confined  to 
estimating  the  effects  of  patient  package 
inserts  for  the  first  10  drugs  or  drug 
classes.  FDA  intends,  however,  to 
prepare  a  comprehensive  regulatory 
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analysis  for  public  comment  before  any 
extention  of  the  program  beyond  the 
initial  phase. 

FDA  believes  the  analysis  is 
responsive  to  many  of  the  suggestions 
made  in  comments  on  the  draft 
regulatory  analysis.  The  agency  has 
modified  a  number  of  the  original 
estimates  and  added  estimates  of  effects 
that  had  been  omitted.  Thus,  the 
analysis  includes  revised  estimates  of 
printing  and  internal  review  costs  to 
manufacturers  and  of  storage  and 
administrative  costs  to  pharmacies.  The 
agency  has  added  estimates  of  costs  of 
manufacturer  and  wholesaler 
distribution  of  patient  package  inserts, 
reconsidered  certain  indirect  costs, 
considered  costs  to  small  businesses, 
and  made  a  rough  appraisal  of  benefits. 

These  changes  do  not,  however, 
reflect  significant  improvement  in  the 
basic  data  available  to  support  the  cost 
estimates.  That  must  await  the  results  of 
the  agency’s  evaluation  of  the  initial 
implementation  program.  The 
projections  reflect  revised  assumptions 
both  to  accommodate  comments  and  to 
over  rather  than  under-estimate  costs.  In 
this  context,  it  is  important  to  note  that 
the  current  cost  estimates  for  the  limited 
10-drug  program  do  not  lend  themselves 
to  extrapolation  to  the  costs  of  patient 
package  inserts  for  all  drugs. 

FDA  intends  to  continue  what  has 
become  an  extensive  evaluation  of 
patient  package  inserts.  The  evaluation 
will  incorporate  analyses  of  the  actual 
effects  of  the  required  patient  package 
inserts,  including  collection  of  data  to 
measure  economic  effects.  In  addition, 
the  agency  plans  to  incorporate  data 
obtained  from  a  variety  of  other  sources 
relevant  to  costs  and  benefits  of 
alternative  distribution  and  dispensory 
schemes  for  patient  labeling.  The  agency 
will  collect,  organize,  and  draw 
conclusions  from  both  its  own  directed 
research  projects  and  from  privately 
sponsored  research  studies  of 
experience  with  mandatory  patient 
labeling.  After  a  full  evaluation  has  been 
made,  including  a  public  comment 
period,  the  agency  will  consider  the 
following  options,  and  others,  to  plan 
the  further  implementation  of  the  patient 
package  insert  program:  (1)  Whether 
•  and  to  what  degree  the  agency  should 
increase  or  reduce  the  number  of  drugs 
covered,  (2)  whether  to  include  coverage 
of  refilled  prescriptions,  (3)  whether 
alternative  delivery  systems  should  be 
required  or  permitted,  (4)  whether 
voluntary  information  systems  can 
satisfy  consumer  needs,  and  (5)  whether 
the  current  regulation  can  be  improved 
by  building  additional  standardization 


or  flexibility  into  distribution,  handling, 
or  delivery  of  patient  package  inserts. 

Economic  Consequences  of  Initial 
Implementation  Phase 

The  first  phase  of  the  patient  package 
inserts  program  will  cover  new 
prescriptions  for  only  10  drugs  or  drug 
classes.  In  1979,  54,000  pharmacies 
dispensed  approximately  245  million 
new  and  refilled  prescriptions  for  about 
400  manufacturer-specific  versions  of 
these  drugs  and  drug  classes. 
Approximately  120  million  of  these  were 
new  prescriptions  to  which  the  patient 
package  inserts  regulations  would 
apply.  Thus,  new  prescriptions  of  these 
drugs  and  drug  classes  account  for 
about  8  to  9  percent  of  the  1.4  billion 
total  prescriptions  dispensed  per  year. 

FDA  estimates  that  during  the  first  3 
years  the  patient  package  inserts 
regulation  will  have  total  annual  costs 
of  $21.0  million.  Assuming  that  these 
costs  pass  through  in  their  entirety  to 
the  consumer,  and  that  they  will  be 
spread  equally  across  both  new  and 
refill  prescriptions  (although  patient 
package  inserts  are  not  required  for 
refill  prescriptions),  they  would  result  in 
a  price  increase  for  the  drugs  subject  to 
the  regulation  during  the  first  3  years 
amounting  to  9  cents  for  new  and 
refilled  prescriptions.  If  the  costs  are 
applied  only  to  new  prescriptions,  they 
would  amount  to  about  18  cents  per 
prescription  for  a  drug  subject  to  the 
regulation. 

The  agency  derived  its  cost  estimates 
from  direct  and  indirect  costs  to 
prescription  drug  manufacturers, 
distributors,  retail  pharmacies, 
physicians,  and  hospitals  and  nursing 
homes.  FDA  and  other  governmental 
costs  are  not  included  because  they  do 
not  add  costs  to  the  economy.  FDA  costs 
for  writing  guideline  patient  package 
insert  texts,  enforcemen*  and 
evaluation  should  not  require  any 
additional  budget  allocation  to  the 
agency.  For  example,  FDA  Bureau  of 
Drugs  staff  report  that  writing  guidelines 
and  evaluating  proposals  which  even 
generally  conform  to  the  guidelines  will 
be  far  less  time  consuming  than 
responding,  on  an  ad  hoc  basis,  to 
inquiries  and  original  patient  package 
insert  proposals.  Medicaid 
reimbursement,  to  the  extent  it  occurs, 
would  transfer  to  the  public  (and 
therefore  to  the  taxpayer)  the  relevant 
costs  here  counted  in  the  private  sector 
estimates. 

Following  is  a  summary  of  the  costs 
projected  for  each  of  the  private  sectors 
of  the  economy.  The  estimates  represent 
annual  recurring  costs  or  annualized 
capital  costs,  as  appropriate.  All  figures 


are  in  1979  dollars  unless  otherwise 
noted. 

Summary  of  Private  Sector  Costs 

'  [Dollars  in  millions] 

Manufacturing  sector  total . 

Printing . . 

Distribution _ ................. 

Internal  administrative _ 

Distributor/wholesaler  sector  total . 

Retail  pharmacy  sector  total _ 

Storage  equipment . 

Losses  due  to  displaced  sales 

Administrative . . 

Returned  prescriptions _ ....... 

Consultations.... _ _ _ 

Hospitals/nursing  home  total . 

Physician  total _ _ _ 

21.0 

1  No  additional  costs  estimated. 

Manufacturers’  Costs 

The  regulation  places  responsibility 
on  the  pharmaceutical  industry  for 
printing  and  distributing  patient  package 
inserts.  In  addition,  pharmaceutical 
firms  may  incur  costs  for  internal  review 
of  patient  package  insert  texts  and 
administrative  costs  associated  with 
printing  and  handling. 

Manufacturers  will  be  required  to 
print  patient  package  inserts  in 
sufficient  numbers  to  cover  the  selected 
10  drugs  or  drug  classes,  for  which  retail 
pharmacies  dispensed  approximately 
120  million  new  prescriptions  in  1979. 

The  agency  assumes  this  volume  of 
retail  prescriptions  will  continue  for  3 
years.  Estimates  of  printing  costs  from  a 
Washington,  DC,  area  print  shop  and 
two  pharmaceutical  manufacturers  now 
voluntarily  supplying  patient  inserts 
suggest  that  they  will  cost  from  1  to  2 
cents  apiece,  depending  on  colors, 
paper,  and  other  variables.  Because  it  is 
likely  that  extra  patient  package  inserts 
will  be  needed  to  ensure  adequate 
supplies  (requests  for  inserts  for  refills, 
loss,  allowances  for  some  Spanish 
language  texts,  etc.),  FDA  assumes  that 
manufacturers  will  print  180  million 
patient  package  inserts  or  50  percent 
additional.  At  2  cents  per  insert,  the 
estimated  maximum  printing  cost  is  $3.6 
million. 

The  agency  estimated  manufacturer 
distribution  costs  by  assuming  that 
manufacturers,  or  printers  as  their 
agents,  would  ship  patient  package 
inserts  in  1-pound  units,  each  containing 
450  inserts  printed  on  “bible  paper.”  On 
this  basis,  there  would  be  about  400,000 
shipments  for  the  180  million  inserts. 

The  commercial  cross-country  shipping 
rate  for  a  1-pound  package  is  about 
$1.35,  and  manufacturer  distribution 
costs  are  projected  at  $0.5  million. 
Because  alternative  distribution 
methods  are  possible,  the  assumptions 
underlying  this  estimate  are  speculative, 
but  the  agency  believes  they  provide 
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adequately  for  the  costs  of  physical 
distribution  of  patient  package  inserts. 

The  agency  projects  the  annual 
administrative  cost  to  pharmaceutical 
manufacturers  to  be  $0.5  million.  FDA 
recognizes  that  some  costs  are  attached 
to  the  process  of  acquiring  and  perhaps 
adapting  guideline  texts  and  preparing 
these  for  printing  and  distribution.  The 
agency  assumes  these  costs  will  not 
exceed  one-tenth  of  a  $40,000  person- 
year  for  each  of  the  nearly  400 
manufacturer-specific  products  that 
comprise  the  10  drugs  or  drug  classes 
covered  by  the  regulation  and  spread 
the  total  cost  of  $1.0  million  over  3 
years. 

Distributors’  Costs 

Where  patient  package  inserts  are  not 
distributed  directly  from  manufacturers 
to  retailers,  the  agency  assumes  that 
they  will  pass  from  manufacturers  to 
distributors  and  then  to  retailers.  Thus, 
distributors  will  incur  costs  for  handling 
and  shipping  patient  package  inserts. 

Pharmaceutical  manufacturers  ship 
drugs  to  wholesalers,  hospitals,  and 
retailers.  Drugs  shipped  directly  to 
hospitals  are  not  considered  in  the 
calculation  of  patient  package  inserts 
distribution  costs  because  hospitals  are 
not  required  to  distribute  them  in  a 
retainable  form.  Excluding  drugs 
shipped  to  hospitals,  manufacturers  ship 
about  two-thirds  of  their  drugs  to 
wholesalers  and  one  third  to  retailers. 
Some  retail  chain  drug  stores  operate 
their  own  warehouses,  and  they  also 
will  have  some  distribution  costs.  FDA 
assumes  that  no  more  than  half  of  the 
retail  shipments  follow  that  pattern. 
Thus,  the  agency  believes  that  each  year 
16.7  percent,  or  30  million  of  the  180 
million  patient  package  inserts  will  be 
shipped  directly  to  retail  drug  stores, 
and  distributors  will  receive  and  ship 
the  remaining  150  million  package 
inserts  to  pharmacies.  Although 
manufacturers  and  distributors  may  find 
it  advantageous  to  ship  patient  package 
inserts  for  some  drugs  to  large  retail 
outlets  in  the  same  average  shipment 
units  in  which  manufacturers  and 
distributors  receive  them,  i.e,  1  pound 
packages  of  450  inserts,  manufacturers 
and  distributors  will  probably  ship 
smaller  units  to  retailers,  perhaps  as  few 
as  10  to  20  inserts  at  a  time.  Therefore, 
FDA  assumes  an  average  shipping  unit 
of  50  inserts  for  the  150  million  labels 
distributors  send  to  retailers.  If  these  3.0 
million  shipping  units  are  handled  at  the 
same  average  cost  that  distributors 
experience  for  drug  shipment 
transaction  ($1.12),  the  cost  of  handling 
patient  package  inserts  will  total  $3.4 
million  per  year. 


Transportation  costs  may  be  minimal 
if  the  patient  package  inserts 
accompany  drug  deliveries.  Assuming 
that  inserts  handled  by  distributors  are 
shipped  separately,  an  additional  unit 
shipping  cost  of  $0.50  for  3.0  million 
packages  of  about  one-quarter  pound 
would  total  $1.5  million.  Thus,  FDA 
estimates  total  costs  for  distributors  to 
be  $4.9  million. 

Costs  to  Pharmacies 

The  initial  program  directly  affects 
pharmacies  and  pharmacists  in  a 
number  of  ways.  They  will  have  costs 
for  storing  the  patient  package  inserts. 
Also,  if  storage  of  the  patient  package 
inserts  displaces  profitable  sales,  they 
will  forgo  some  profits  and  loss  of 
contribution  to  overhead.  Pharmacies 
will  have  some  administrative  costs  for 
filing,  retrieving,  and  dispensing  the 
inserts.  Finally,  pharmacies  may  bear 
the  costs  of  returned  prescriptions  and 
extra  patient/pharmacist  consultations, 
if  these  indirect  effects  occur. 
Nevertheless,  our  analysis  reveals  that 
the  cost  of  dispensing  patient  package 
inserts  during  the  initial  program  will 
average  approximately  $200  per 
pharmacy. 

Because  of  the  limited  scope  of  the 
first  phase  of  the  patient  package  inserts 
program,  pharmacies  are  likely  to 
arrange  for  storage  of  the  inserts 
without  major  renovation  or  remodeling. 
One  possible  arrangement  is  an  open 
file  rack  (to  be  placed  on  a  counter  or 
table).  The  cost  of  a  file  rack  (about  $10) 
and  100  file  folders  ($9)  to  hold  600 
inserts  for  approximately  50  different 
texts  is  about  $13  per  pharmacy  per 
year,  if  the  cost  of  the  rack  is  spread 
over  3  years.  FDA  believes  that 
allowance  for  50  different  texts 
accommodates  texts  from  different 
manufacturers  as  well  as  texts  in  both 
English  and  Spanish  in  cases  were  the 
pharmacy  serves  both  populations. 
Because  there  are  approximately  54,000 
retail  pharmacies,  FDA  estimates  the 
total  cost  of  storage  files  is  $0.7  million. 

The  file  rack  may  displace  space  in 
the  pharmacy  that  would  otherwise  hold 
saleable  goods.  If  the  turnover  of  goods 
cannot  be  increased  elsewhere  in  the 
pharmacy  area  to  offset  the  loss  of  this 
space,  the  file  rack  will  impose 
opportunity  costs  for  lost  sales.  Sales 
per  square  foot  of  pharmacy  space 
averaged  $467  in  1978,  and  the 
opportunity  cost  of  displace  sales  per 
square  foot  is  $103 — the  value  of  sales 
less  the  cost  of  goods  sold  and  the  cost 
of  wages.  The  file  rack  requires  a  base 
area  of  about  1  square  foot  and  a 
vertical  space  of  not  more  than  2  feet. 
This  counter-top  design  would  not 
preclude  storage  or  display  of  saleable 


goods  below  or  above  the  file.  Thus,  it 
appears  reasonable  to  charge  the  file 
rack  with  a  displacement  of  one-half 
square  foot.  The  estimated  total  cost  for 
54,000  pharmacies  is  therefore  $2.8 
million. 

Pharmacy  administrative  costs  for  the 
patient  package  inserts  program  will 
include  filing,  retrieving,  and  dispensing 
activities.  To  estimate  these  costs,  FDA 
allowed  30  seconds  per  transaction,  a 
reduction  from  the  50-second  figure  used 
in  the  draft  regulatory  analysis  to  reflect 
the  simpler  filing  and  retrieval 
procedures  resulting  from  the 
application  of  the  regulations  to  fewer 
drugs.  FDA  assumes  the  cost  of  this  time 
to  cover  a  weighted  average  of  25 
percent  of  pharmacist’s  time  at  $15  per 
hour  and  75  percent  of  a  pharmacy 
clerk’s  time  at  $5  per  hour.  That  is,  FDA 
recognized  that  the  professional 
pharmacist  may  be  involved  directly  in 
the  transaction  or  may  supervise  the 
activity,  but  that  generally  the  activities 
will  be  performed  by  an  assistant.  The 
total  estimated  administrative  costs, 
therefore,  are  $7.5  million  (120  million 
new  prescriptions,  a  patient  package 
insert  "processing”  time  of  30  seconds 
and  an  average  labor  cost  of  $7.50  per 
hour). 

FDA  found  no  basis  for  including  a 
cost  for  additional  returned 
prescriptions.  One  study  that  sought 
data  on  the  incidence  of  prescription 
returns  and  additional  consultations 
with  pharmacists  revealed  no 
prescription  returns  for  400  patient 
package  inserts  dispensed.  Another 
study  found  3  returns  in  1,700 
prescriptions  dispensed.  The  return  rate 
in  this  study  (0.2  percent)  actually 
represents  a  smaller  return  rate  than  a 
“baseline”  return  rate  (0.5  percent)  for 
drugs  without  patient  package  inserts 
reported  to  FDA  by  a  pharmacy  chain. 
These  studies  suggesting  a  lower  return 
rate  with  patient  package  inserts  cannot 
be  considered  definitive.  On  the  other 
hand,  FDA  has  no  evidence  to  suggest 
that  prescription  returns  will  increase. 
Indeed,  some  State  laws  prohibit  the 
resale  of  returned  prescriptions,  and 
thus  pharmacists  frequently  do  not 
accept  them. 

Regarding  the  possibility  of  additional 
pharmacists’  consultation  time  that  may 
be  generated  by  patient  package  inserts, 
FDA  found  little  evidence  to  document 
higher  consultation  levels  than  might  be 
expected  without  them.  The  study  cited 
above  found  there  were  three  minor  (2 
minute)  consultations  for  400  patient 
package  inserts  dispensed.  In  view  of 
the  low  consultation  rate  found  in  that 
study  and  because  the  agency  believes 
the  baseline  is  greater  than  zero,  the 
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agency  finds  no  basis  for  projecting 
either  additional  costs  or  savings 
because  of  this  effect  of  patient  package 
inserts  on  consultations. 

Health  Care  Institutions’  Costs 

Hospitals  and  nursing  homes  will  bear 
the  costs  of  informing  patients  about  the 
availability  of  information  about 
prescription  drugs  and  assuring  that  the 
information  is  available. 

The  institutions  may  satisfy  these 
requirements,  for  example,  by  placing  a 
reference  book  at  each  nursing  station 
and  by  revising  the  admitting  form  to 
include  a  paragraph  on  the  availability 
of  the  information.  FDA  assumes  that 
the  unit  cost  per  nursing  station  for  a 
binder  or  folder  of  required  patient 
labeling  will  not  exceed  $1.  The 
estimated  total  number  of  nursing 
stations  in  hospitals  and  nursing  homes 
is  140,000,  assuming  that  there  is  one 
station  for  every  20  beds.  There  are 
about  2.8  million  beds  (1.4  million  in 
nursing  homes  and  1.4  million  in 
hospitals).  The  estimated  one-time 
annualized  cost  for  revised  admitting 
forms  is  $15  (new  printing  plate  for  one 
page  of  the  form)  for  each  of  the  22,000 
institutions  (short  and  long-term 
hospitals  and  nursing  homes).  Therefore, 
the  total  estimated  cost  to  institutions  is 
$0.5  million. 

Physicians’  Costs 

The  agency  does  not  attribute 
additional  costs  for  physician 
consultations  to  patient  package  inserts 
because  the  only  available  study 
suggests  a  net  decrease  in  physician 
contacts.  In  a  nationwide  survey  of  over 
2,500  current  and  former  oral 
contraceptive  users,  respondents  were 
asked  if  patient  information  increased  or 
decreased  their  contacts  with 
physicians.  About  76  percent  reported 
no  change  in  incidence  of  contacts,  5 
percent  reported  an  increase,  and  10 
percent  reported  a  decrease.  The 
remaining  9  percent  of  the  respondents 
said  they  did  not  know  or  they  did  not 
answer  the  question.  FDA  is  not  aware 
of  any  additional  research  findings 
regarding  the  relationship  between 
patient  package  inserts  and  physician 
contacts. 

Small  Business  Costs 

The  agency  believes  there  are  three 
reasons  why  implementation  of  the  first 
phase  of  the  final  rule  is  unlikely  to 
affect  small  businesses  significantly  or 
disproportionately,  or  to  alter  their 
ability  to  remain  competitive.  First,  the 
total  costs,  which  are  commensurate 
with  the  small  scale  of  the  first  phase  of 
the  program,  are  small.  Second,  the 
costs  are  nearly  all  variable  costs,  tied 


to  the  volume  of  prescriptions  handled, 
and  involve  no  meaningful  dollar 
investment  in  plant  or  equipment.  Third, 
manufacturers,  distributors,  and 
pharmacies  can  reasonably  expect  to 
pass  these  costs  on  to  the  consumer. 

FDA  recognizes  that  small  businesses 
may  be  more  significantly  affected  when 
and  if  the  patient  package  inserts 
program  is  extended  to  many  more 
drugs.  The  agency’s  evaluation  of  the 
initial  implementation  program  and 
other  research  projects  will  address 
small  business  effects  specifically. 

Benefits 

FDA  believes  that  increased  patient 
understanding  and  awareness  of  the 
need  for  observing  precautions  and 
following  directions  in  taking 
prescription  drugs  will  produce  health 
benefits  by  reducing  the  incidence  or 
minimizing  the  effects  of  the  following 
kinds  of  untoward  effects: 

Excessive  or  inappropriate  use  of  drugs. 
Adverse  drug  reactions  and  adverse  drug- 

drug  and  drug-food  interactions. 
Therapeutic  failures  due  to  poor  compliance 

with  drug  regimens. 

Such  effects,  which  are  at  least  partly 
avoidable  with  adequate  patient 
knowledge,  may  result  in  additional 
visits  to  physicians,  prolonged  or 
additional  treatment,  hospital 
admissions  or  prolonged  hospital  stay?, 
serious  drug-induced  disability,  or 
death.  There  are  also  economic  costs  to 
consumers  and  society  in  the  form  of 
lost  work  time,  reduced  productivity, 
and  wasted  expenditures  on  drugs 
whose  efficacy  is  cancelled  or  reduced 
by  inappropriate  or  improper  use. 

A  number  of  studies  (Refs.  1-27) 
indicate  that  printed  drug  information 
distributed  to  patients  improves  patient 
knowledge  and  compliance.  Nineteen  of 
the  studies  (Refs.  1  through  19)  showed 
that  written  patient  information 
significantly  improves  patient 
knowledge.  Improved  knowledge  is 
often  achieved  for  information  such  as 
precautions,  warning,  and  side  effects. 
This  information  is  important  to  aid  the 
patient  in  taking  drugs  properly  and 
improving  decisions  the  patient  makes 
in  monitoring  the  course  of  treatment 
(i.e.,  when  it  is  important  to  contact  the 
physician). 

Twelve  of  27  studies  (Nos.  1,  2,  8, 13, 
15,  20-24,  26,  and  27)  showed  that 
written  information  on  complaince  with 
therapeutic  regimens  significantly 
improves  patient  compliance.  Seven 
other  studies  (Nos.  3,  4,  7, 11, 12, 16,  and 
25)  showed  that  written  communication 
did  not  significantly  improve 
compliance,  though  some  marginal 
improvements  did  often  occur  most 


frequently  for  drugs  used  for  short 
periods  of  time  (e.g.,  antibiotics)  or 
when  written  information  was  used  in 
conjunction  with  professional 
counseling  or  some  other  supportive 
technique. 

In  addition  to  these  studies,  which  are 
based  upon  select  populations  of 
patients,  FDA  has  experience  with 
patient  package  inserts  for  a  few  other 
drugs,  notably  oral  contraceptives  and 
estrogenic  drugs.  One  of  the  purposes  of 
the  estrogenic  patient  package  inserts 
was  to  call  attention  to  a  need  to  avoid 
long-term  use  of  the  drug,  a  factor  which 
had  been  linked  to  an  increased 
incidence  of  cancer.  It  seems  reasonable 
to  believe  that  patient  package  inserts 
contributed  to  decreased  use  of  this  drug . 
(as  reflected  by  sales  data)  and  thus 
reduced  the  number  of  patients  at  risk  of 
developing  cancer  (No.  27). 

Based  upon  the  results  of  these 
studies  and  experience  with  patient 
package  inserts,  FDA  believes  that  the 
availability  of  patient  information  will 
translate  into  tangible  health  and 
economic  benefits  for  the  consumer. 
Although  information  does  not  always 
lead  to  behavior  changes,  the  agency 
believes  that  the  available  evidence 
supports  the  agency’s  position  that 
compliance  with  drug  regimens  may  be 
significantly  improved  by  patient 
package  inserts. 

FDA  believes  major  potential  benefits 
may  result  from  patient  package  inserts 
that  reduce  patients’  rates  of 
noncompliance  with  prescribed 
treatment  programs.  Of  the  120  million 
new  prescriptions  annually  that  will  be 
covered  initially  by  the  regulation,  75 
million  are  for  drugs  for  which 
noncompliance  is  a  problem.  Based  on  a 
noncompliance  rate  of  approximately  40 
percent,  patient  failure  to  comply  would 
occur  with  about  30  million  new 
prescriptions  each  year.  Prescription 
drugs,  which  represent  a  small  part  of 
total  health  care  costs,  are  highly  cost- 
effective.  Correctly  prescribed  and 
properly  used,  they  frequently  forestall 
sickness,  death,  disability  and  their 
associated  health  care  and  economic 
costs. 

The  possibility  of  significant  benefits 
from  improved  compliance  may  be 
illustrated  by  a  concrete  example.  FDA 
conservatively  estimates  the  costs  of 
certain  events  associated  with 
noncompliance  as  follows: 


Workday  loss . $45 

Hospital  day . 250 

Revisit  to  physician . 15 

Refilled  prescription . 7 


Assuming  30  million  noncomplying 
prescription  uses  per  year  for  the  10 
drugs  and  drug  classes  covered  by  the 
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regulations,  the  agency  believes  the 
following  incidence  ranges  and  total 
costs  for  specified  consequence  of 
noncompliance  are  plausible: 


Assumed 

incidence 

(percent) 

Cost  (dollars 
in  million) 

"Unnecessary"  prescription  refills.. 

10-20 

21-42 

One  additional  physician  visit . 

5-10 

22.5-45 

One  additional  workday  lost . 

5-10 

67.5-135 

Two  additional  workdays  lost . 

5-10 

135-270 

Hospitalization  (1-2%): 

One  day . 

0.25-0.5 

18.75-37.5 

Two  days . 

0.50-1.0 

75-150 

Three  days . 

0.25-0.5 

56.25-112.5 

396.0-792.0 

If  patient  package  inserts  resulted  in  a 
10-percent  reduction  of  noncomplying 
prescription  uses,  benefits  of  $40-$79 
million  per  year  might  be  realized,  a  5- 
percent  improvement  might  produce 
benefits  of  $20-$40  million,  and  so  on. 

The  agency  notes  that  these  figures 
are  only  illustrative.  FDA  believes, 
however,  that  the  assumptions  used  are 
conservative  and  notes  also  that  the 
examples  used  to  take  no  account  of  the 
potentially  catastrophic  effects  of 
noncompliance  with  prescribed 
treatment  programs,  which  include 
avoidable  death,  permanent  disability 
and  prolonged  hospitalization.  The  costs 
of  these  more  severe  consequences,  at 
even  very  low  incidence  rates,  could 
greatly  exceed  the  costs  illustrated  here. 
Thus,  the  potential  benefits  of  patient 
package  inserts  may  be  greater  than 
those  illustrated  in  this  document. 
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Therefore,  under  the  Federal  Food, 
Drug,  and  Cosmetic  Act  (secs.  201, 502, 
503,  505,  506,  507,  701,  52  Stat.  1041  as 
amended,  1050-1053  as  amended,  1055- 
1056  as  amended,  55  Stat.  851,  59  Stat. 

463  as  amended  (21  U.S.C.  321,  352,  353, 
355,  356,  357,  371))  and  the  Public  Health 
Service  Act  (sec.  351,  58  Stat.  702  as 
amended  (42  U.S.C.  262))  and  under 
authority  delegated  to  the  Commissioner 
(21  CFR  5.1),  Chapter  I  of  Title  21  of  the 
Code  of  Federal  Regulations  is  amended 
by  adding  new  Part  203  to  read  as 
follows: 

PART  203— PATIENT  PACKAGE 
INSERTS  FOR  PRESCRIPTION  DRUG 
PRODUCTS 

Sec. 

203.1  Requirements  for  patient  package 
inserts. 

203.3  Definitions. 

203.20  Content  of  patient  package  inserts. 

203.22  Printing  specifications  for  patient 
package  inserts. 

203.23  Availability  of  FDA  guideline  patient 
package  inserts. 

203.24  Distribution  and  dispensing  of  patent 
package  inserts. 

203.25  Dispensing  requirements  for  health 
care  institutions. 

203.26  Exemptions  from  patient  package 
inserts  dispensing  requirements. 

203.30  Effective  dates. 

203.31  Drugs  which  require  patient  package 
inserts.  [Reserved) 

203.35  Alternative  dispensing  of  patient 
package  inserts. 

Authority:  Secs.  201.  502,  503, 505,  506,  507, 
701,  52  Stat.  1041  as  amended,  1050-1053  as 
amended,  1055-1056  as  amended,  55  Stat.  851, 
59  Stat.  463  as  amended  (21  U.S.C.  321,  352, 
353,  355,  356,  357,  371));  sec.  351,  58  Stat.  702 
as  amended  (42  U.S.C.  262),  and  as  otherwise 
noted. 

§  203.1  Requirements  for  patient  package 
inserts. 

(a)  This  part  sets  forth  requirements 
for  patient  package  inserts  for 
prescription  drug  products.  A 
prescription  drug  product  that  does  not 
comply  with  all  applicable  regulations  in 
this  part  is  misbranded  under  section 
502  of  the  Federal  Food,  Drug,  and 
Cosmetic  Act  (21  U.S.C.  352);  and  the 
drug  product,  as  well  as  the  person  who 
is  responsible  for  the  failure  to  comply, 
is  subject  to  regulatory  action. 

(b)  References  in  this  part  to 
regulatory  sections  of  the  Code  of 
Federal  Regulations  are  to  Chapter  I  of 
Title  21,  unless  otherwise  noted. 
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§  203.3  Definitions. 

The  following  definitions  apply  to  this 
part: 

"Dispense”  means  the  act  of 
delivering  a  prescription  drug  product  to 
a  patient  or  an  agent  of  the  patient 
either: 

(a)  By  a  practitioner  or  an  agent  of  a 
practitioner,  either  by  direct 
administration  or  by  transfer  to  the 
patient  (or  agent  of  the  patient)  for  later 
administration;  or 

(b)  By  a  pharmacist  or  an  agent  of  a 
pharmacist  under  a  lawful  prescription 
of  a  practitioner. 

"Dispenser”  means  a  person  who 
dispenses  a  drug  product. 

"Distribute"  means  the  act  of 
delivering  (other  than  by  dispensing)  a 
drug  product  to  any  person. 

"Distributor”  means  a  person  who 
distributes  a  drug  product. 

"Drug  product”  means  a  drug  that 
contains  the  active  drug  ingredient, 
alone  or  combined  with  one  or  more 
components  in  a  finished  dosage  form 
capable  of  being  dispensed  to  a  human 
(except  for  packaging,  labeling,  and  final 
manipulation  required  immediately 
before  dispensing). 

"Patient”  means  any  individual  with 
respect  to  whom  a  drug  product  is 
intended  to  be,  or  has  been,  used. 

"Manufacture”  means  the  production, 
preparation,  propagation,  compounding, 
processing,  or  packaging  into  containers 
of  a  drug  product,  or  the  placing  of 
labeling  on  a  drug  product.  The  term 
"manufacture"  does  not  include  the 
compounding  of  a  drug  product  by  a 
practitioner  or  pharmacist  necessary  for, 
and  as  an  incident  to,  preparing  the  drug 
product  for  dispensing  to  a  patient. 

“Manufacturer"  means  (except  as 
used  in  §  203.20(b)(ll](i))  a  person  who 
manufactures  a  drug  product. 

"Pharmacist”  means  an  individual 
licensed,  registered,  or  otherwise 
permitted  by  the  jurisdiction  in  which 
the  individual  practices  to  dispense  drug 
products  on  prescription  in  the  course  of 
professional  practice. 

"Practitioner”  means  an  individual 
licensed,  registered,  or  otherwise 
permitted  by  the  jurisdiction  in  which 
the  individual  practices  to  prescribe 
drug  products  in  the  course  of 
professional  practice. 

§  203.20  Content  of  patient  package 
inserts. 

(a)  Patient  package  inserts  are 
required  to  meet  all  of  the  following 
conditions: 

(1)  The  patient  package  inserts  are 
written  in  English,  are  in  nontechnical 
language,  and  are  not  promotional  in 
tone  or  content. 


(2)  The  patient  package  inserts  are 
based  primarily  on  the  professional 
labeling  for  the  drug  product  under 

§  201.100(d). 

(3)  The  patient  package  inserts 
comply  with  the  requirements  of 
paragraph  (b)  of  this  section. 

(b)  Except  as  provided  in  paragraph 

(c)  of  this  section,  patient  package 
inserts  for  a  prescription  drug  product 
are  required  to  contain  the  following: 

(1)  If  the  patient  package  inserts  apply 
to  only  one  drug  product,  the  established 
name  of  the  drug,  or  for  a  licensed 
biological  product,  the  proper  name  of 
the  product.  If  the  patient  package 
inserts  apply  to  a  class  of  drug  products, 
the  name  of  the  drug  class.  The  patient 
package  inserts  may  also  bear  the  brand 
name  and  a  physical  description  of  the 
drug  product  or  products  to  which  it 
applies. 

(2)  A  summary  section  containing  a 
short  statement  of  the  drug  product’s 
common  uses,  how  to  use  it  properly, 
situations  when  it  should  not  be  used, 
its  serious  adverse  reactions  and 
potential  safety  hazards,  and  a 
statement  that  the  patient  should  read 
the  patient  package  insert  and  keep  it 
for  future  use. 

(3)  A  statement  about  the  proper  use 
of  the  drug  product  that  identifies  its 
indications  for  use  and  includes  a 
summary  of  the  action  of  the  drug  or  the 
reason  for  taking  it.  Patient  package 
inserts  may  not  identify  an  indication 
for  use  of  die  product  unless  the 
indication  is  identified  in  the 
professional  labeling  for  the  product 
required  under  §  201.100(d).  Patient 
package  inserts  may  contain  the 
verbatim  statement  that  the  drug  may  be 
used  “for  other  conditions  as 
determined  by  your  doctor,”  unless  the 
drug  has  no  significant  use  outside  of 
the  indications  identified  in  the  patient 
package  insert.  If  there  is  a  common 
belief  that  the  drug  product  may  be 
effective  for  an  indication  that  is  not 
included  in  the  drug  product’s 
practitioner  labeling  and  the 
preponderance  of  the  evidence  related 
to  that  indication  suggests  that  the  drug 
is  ineffective  for  it,  the  patient  package 
inserts  are  required  to  state  that  there  is 
a  lack  of  evidence  that  the  drug  is 
effective  for  that  indication. 

(4)  Information  which  the  patient 
should  provide  the  practitioner  before 
taking  the  drug,  which  includes  the 
circumstances  under  which  the  drug 
product  should  not  be  used  for  its 
labeled  indication  (its 
contraindications). 

(5)  A  statement  of  serious  adverse 
reactions  and  potential  safety  hazards 
that  may  result  from  use  of  the  drug 
about  which  patients  should  inform  their 


practitioner  or  which  might  help  the 
patient  evaluate  the  benefits  and  risks 
of  the  drug.  Patient  package  inserts  are 
required  to  contain  specific  warning 
related  to  a  known  use  of  the  drug  that 
is  not  included  in  the  professional 
labeling  for  the  product  under 
§  201.100(d)  and  for  which  substantial 
evidence  of  the  effectiveness  of  the  drug 
does  not  exist,  if  use  of  the  product  for 
that  indication  is  associated  with  a 
serious  risk  or  hazard.  Serious  adverse 
reactions  or  safety  hazards  concerning 
the  use  of  a  drug  (particularly  those 
which  may  lead  to  death  or  serious 
injury)  are  required  to  be  placed  in  a 
prominently  displayed  box,  printed  in 
boldface  type,  or  be  otherwise 
emphasized. 

(6)  A  statement  or  statements  of 
cautions  the  patient  should  observe 
while  taking  the  drug,  including: 

(i)  A  statement  that  identifies 
activities  (such  as  driving  or 
sunbathing),  and  drugs,  foods,  or  other 
substances  (such  as  tobacco  or  alcohol) 
that  the  patient  should  avoid  because 
their  interactions  with  the  drug  are 
known,  likely  to  occur,  and  likely  to 
have  clinical  significance. 

(ii)  A  statement  of  the  risks  to  the 
mother  and  unborn  child  from  the  use  of 
the  drug  during  pregnancy,  particularly 
if  the  drug  has  a  recognized  use  during 
labor  or  delivery.  The  statement  must 
include  the  long-term  effects  of  the  drug 
on  the  child,  if  any.  If  data  on  the 
immediate  and  long-term  effects  of  the 
drug  on  the  child  are  unavailable,  a 
statement  that  the  effects  of  the  drug  on 
the  child  are  unknown.  The  term 
“recognized  use”  includes  a  common 
and  widespread  use  of  the  drug  during 
labor  and  delivery,  whether  or  not  the 
drug  product  is  labeled  for  that  use. 

(iii)  A  statement  of  available  data  and 
information  about  excretion  of  the  drug 
in  human  milk  and  the  associated  risks 
to  the  nursing  infant. 

(iv)  A  statement  of  specific  pediatric 
indications,  if  any.  If  the  drug  has 
specific  hazards  associated  with  its  use 
in  pediatric  patients,  a  statement  of  the 
risks. 

(v)  A  statement  of  special  precautions, 
if  any,  that  apply  to  the  safe  and 
effective  use  of  the  drug  product  in  other 
identifiable  patient  populations,  such  as 
elderly  patients. 

(vi)  A  statement  of  the  available 
information  about  whether  the  drug  is 
carcinogenic,  mutagenic,  or  whether  it 
affects  reproduction,  and,  if  the 
statement  refers  specifically  to  animal 
studies,  an  explanation  of  the 
relationship  of  the  data  to  risk  in 
humans. 
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(7)  A  statement  of  the  risks,  if  any,  to 
the  patient  of  developing  tolerance  to  or 
dependence  on  the  drug. 

(8)  A  statement  of  what  the  patient 
should  do  in  case  of  overdosage  of  the 
drug  or  if  the  patient  misses  a  scheduled 
dose  of  the  drug  product. 

(9)  A  statement  of  possible  side 
effects  from  the  use  of  the  drug  which 
are  clinically  significant  and  frequently 
occurring,  and  which  the  patient  can 
reasonably  be  expected  to  detect,  or 

— -  which  might  help  the  patient  evaluate 
the  benefits  and  risks  of  the  drug 
product.  The  list  of  side  effects  may  be 
categorized  and  summarized  by  organ 
system,  by  severity  of  the  reaction,  by 
frequency,  by  preventative  or  curative 
actions  the  patient  may  take,  or  by  a 
combination  of  these  methods.  The 
approximate  frequency  of  each  side 
effect  may  be  expressed  in  rough 
estimates  or  orders  of  magnitude. 

(10)  Information  about  the  safe  and 
effective  use  of  prescription  drug 
products,  including: 

(i)  A  statement  that  the  drug  product 
has  been  prescribed  for  the  sole  purpose 
of  treating  the  patient’s  condition  and 
must  not  be  used  for  other  conditions  or 
given  to  others. 

(11)  A  statement  that  the  safety  and 
effectiveness  of  the  drug  product  depend 
upon  the  patient’s  taking  the  drug 
product  as  directed. 

(iii)  A  statement  that  the  patient's 
pharmacist  or  practitioner  may  have  a 
more  technical  leaflet  about  the  drug 
product  that  the  patient  may  ask  to 
review. 

(11)  The  following  information  about 
the  drug  product  and  the  patient 
package  inserts: 

(i)  The  name  and  place  of  business  of 
the  manufacturer,  packer,  or  distributor 
(as  required  for  the  label  of  the  drug 
product  under  §  201.1),  or  the  name  and 
place  of  business  of  the  dispenser  of  the 
product. 

(ii)  If  the  drug  product  is  not  for  oral 
use,  the  route  of  administration. 

(iii)  A  statement  of  special  handling 
and  storage  conditions  that  apply  to  the 
drug  product. 

(iv)  The  date,  identified  as  such,  of  the 
most  recent  revision  of  the  patient 
package  insert  placed  prominently 
immediately  after  the  last  section  of  the 
labeling. 

(c)  The  Food  and  Drug  Administration 
may  exempt  the  patient  package  inserts 
for  a  particular  drug  product,  or  class  of 
drug  products,  from  any  requirement  of 
paragraph  (b)  of  this  section,  if  the 
information  is  clearly  inapplicable  to  the 
patient's  choice  or  use  of  the  drug 
product,  or  the  Food  and  Drug 
Administration  concludes  that  the 
application  of  the  requirement  is  not 


necessary  for  the  protection  of  the 
public  health.  The  Food  and  Drug 
Administration’s  conclusion  that  patient 
package  inserts  for  a  prescription  drug 
product  are  exempt  from  any 
requirement  of  paragraph  (b)  of  this 
section  will  be  stated  in  the  Food  and 
Drug  Administration's  guideline  patient 
package  inserts  available  for  the 
product  under  §  203.23,  as  part  of  the 
approval  of  a  new  drug  application  for 
the  product,  antibiotic  form  5  or  6,  a 
biologic  product  license  application,  or 
in  a  document  which  will  be  placed  on 
file  with  the  Hearing  Clerk.  A  person 
may  also  request  an  advisory  opinion 
from  the  Food  and  Drug  Administration 
under  §  10.85  about  whether  information 
otherwise  required  may  be  omitted  from 
a  patient  package  insert  for  a  drug 
product  or  class  of  drug  products. 

§  203.22  Printing  specifications  for  patient 
package  inserts. 

Patient  package  inserts  are  required  to 
be  printed  in  accordance  with  the 
following  specifications: 

(a)  The  letter  height  (lowercase  letter 
“o”)  may  not  be  less  than  Vie  inch. 

(b)  The  body  copy  may  not  contain 
any  lightface  type,  condensed  type, 
small  capital  letters,  or  less  than  1-point 
leading. 

(c)  The  Food  and  Drug  Administration 
encourages  persons  responsible  for 
patient  package  inserts  for  prescription 
drug  products  to  develop  improved 
formats  for  patient  package  inserts 
through  the  imaginative  use  of  type  face, 
type  size,  boldness  of  type,  spacing 
between  lines,  ink  colors,  paper  type 
and  color,  examples  and  illustrations, 
and  to  produce  patient  package  inserts 
in  languages  other  than  English  so  that 
patient  package  inserts  will  be  more 
easily  read,  and  better  understood  and 
remembered  by  patients. 

§  203.23  Availability  of  FDA  guideline 
patient  package  inserts. 

The  Food  and  Drug  Administration 
may  prepare  and  make  available 
guideline  patient  package  inserts  for  a 
specific  drug  or  class  of  drugs.  Use  of 
guideline  patient  package  inserts 
constitutues  compliance  with  §  203.20.  A 
list  of  available  guideline  patient 
package  inserts  for  prescription  drug 
products  and  copies  of  guideline  patient 
package  inserts  for  specific  drug 
products  are  available  from  the  Hearing 
Clerk  (HFA-305),  Food  and  Drug 
Administration,  Rm.  4-62,  5600  Fishers 
Lane,  Rockville,  MD  20857.  Requests  for- 
the  list  and  for  copies  of  guideline 
patient  package  inserts  should  be  in 
writing  and  directed  to  that  office. 


§  203.24  Distribution  and  dispensing  of 
patient  package  inserts. 

(a)  A  manufacturer,  distributor,  or 
dispenser  may  provide  to  practitioners, 
pharmacists,  other  dispensers  and 
consumers  copies  of  patient  package 
inserts  that  are  in  addition  to  the  copies 
of  patient  package  inserts  required  to  be 
provided  under  this  section. 

(1)  For  a  drug  product  in  a  bulk 
container: 

(1)  Each  manufacturer  shall  provide 
each  distributor  to  which  it  ships  the 
drug  product  patient  package  inserts  in 
sufficient  numbers  to  permit  the 
distributor  tocomply  with  paragraph 

(a) (l)(iii)  of  this  section. 

(ii)  Each  manufacturer  shall  provide 
each  dispenser  to  which  it  ships  the  drug 
product  patient  package  inserts  in 
sufficient  numbers  to  permit  the 
dispenser  to  provide  a  patient  package 
insert  to  each  patient  to  whom  the  drug 
product  is  dispensed  under  paragraph 

(b)  of  this  section. 

(iii)  Each  distributor  shall  provide 
each  dispenser  to  which  it  ships  the  drug 
product  patient  package  inserts  in 
sufficient  numbers  to  permit  the 
dispenser  to  provide  a  patient  package 
insert  to  each  patient  to  whom  the  drug 
product  is  dispensed  under  paragraph 
(b)  of  this  section. 

The  requirements  of  this  paragraph  can 
be  met  by  the  manufacturer  or 
distributor  or  by  any  other  person  on 
behalf  of  the  manufacturer  or 
distributor.  Nothing  in  this  section 
prohibits  a  manufacturer  or  distributor 
from  meeting  the  requirements  with 
patient  package  inserts  prepared  by  the 
distributor  or  dispenser.  The  label  of 
each  bulk  container  is  required  to 
instruct  the  dispenser  to  provide  patient 
package  inserts  to  each  patient  to  whom 
the  drug  product  is  dispensed. 

(2)  For  a  drug  product  in  a  unit-of-use 
container,  the  manufacturer  and 
distributor  shall  provide  a  patient 
package  insert  in  or  with  each  package 
of  the  drug  product  that  the 
manufacturer  or  distributor  intends  to 
be  dispensed  to  a  patient. 

(3)  The  manufacturer  and  distributor 
shall  provide  Spanish  language  patient 
package  inserts  that  meet  the 
requirements  of  this  part  upon  request  of 
the  distributor  or  dispenser  to  whom  the 
drug  is  shipped. 

(b)  Each  dispenser  of  a  prescription 
drug  product  subject  to  this  part  shall, 
when  the  product  is  dispensed  under  a 
new  prescription,  provide  a  patient 
package  insert  to  each  patient  (or  to  an 
agent  of  the  patient)  to  whom  the 
product  is  dispensed,  unless  the  product 
is  dispensed  or  administered  in  a  health 
care  institution  meeting  the 
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requirements  of  §  203.25,  or  an 
exemption  applies  under  §  203.26.  The 
dispenser  shall  provide  the  patient 
package  insert  directly  to  the  patient  (or 
to  an  agent  of  the  patient]  as  a  separate 
leaflet.  Nothing  in  this  section  prohibits 
a  dispenser  from  meeting  these 
requirements  with  patient  labeling 
package  inserts  by  the  dispenser,  or  by  a 
distributor. 

(1)  Patient  package  inserts  for  a  drug 
product  dispensed  to  a  patient  who  is 
legally  incompetent  to  consent  to 
medical  treatment  in  the  jurisdiction 
where  the  treatment  is  provided,  for 
example,  a  child  or  a  mentally  disabled 
patient,  may  be  provided  to  the  parent 
or  legal  guardian  of  the  patient  (or  to  the 
agent  of  either). 

(2)  Patient  package  inserts  for  a  drug 
product  dispensed  to  a  patient  whose 
primary  language  is  not  English  may  be 
provided  in  the  patient’s  primary 
language. 

(3)  Patient  package  inserts  for  a  drug 
product  dispensed  to  a  patient  who  is 
blind  may  be  provided  in  braille. 

(c)  The  dispenser  of  a  prescription 
drug  product  shall  establish  and  follow 
a  procedure  to  ensure  that  a  patient  can 
easily  match  the  correct  patient  package 
insert  text  to  the  drug  product,  for 
example,  by  placing  the  prescription 
number  on  the  patient  package  insert  or 
placing  the  drug  product's  name  on  the 
label  of  the  product  that  is  dispensed  to 
the  patient. 

(d)  A  dispenser  is  not  subject  to 
section  510  of  the  Federal  Food,  Drug, 
and  Cosmetic  Act  (21  U.S.C.  360)  which 
requires  the  registration  of  producers  of 
drugs  and  the  listing  of  drugs  in 
commercial  distribution  because  of  an 
act  performed  by  the  dispenser  under 
this  part. 

§  203.25  Dispensing  requirements  for 
health  care  institutions. 

(a)  A  drug  product  dispensed  to  an 
institutionalized  patient  for  use  in  a 
health  care  institution  shall  be  provided 
with  patient  package  inserts  in 
accordance  with  either: 

(1)  The  requirements  of  §  203.24(b),  or 

(2)  A  program  established  by  the 
institution  that 

(i)  Is  reasonably  calculated  to  inform 
patients  at  the  time  of  admission  that 
patient  package  inserts  for  prescription 
drugs  are  available,  and 

(ii)  Makes  patient  package  inserts 
available  for  reading  or  retention  by  any 
patient  at  his  or  her  request.  Patient 
package  inserts  may  be  provided  in 
accordance  with  §  203.24(b). 

(b)  Patient  package  inserts  need  not 
be  provided  as  required  by  paragraph 

(a)  of  this  section  if  the  drug  product  is 


dispensed  to  a  patient  undergoing 
emergency  treatment. 

(c)  This  section  does  not  apply  to 
prescription  drugs  dispensed  to  a  patient 
for  use  outside  the  institution,  such  as 
out-patients  or  discharged  patients.  Such 
prescription  drugs  are  governed  by 
§  203.24(b). 

§  203.26  Exemptions  from  patient  package 
inserts  dispensing  requirements. 

(a)  A  drug  product  is  not  required  to 
be  dispensed  with  a  patient  package 
insert  if  the  (1)  drug  product  is 
dispensed  by  refilling  an  existing 
prescription  or  (2)  if  the  prescribing 
practitioner  directs  in  his  or  her  own 
handwriting  in  the  prescription  that 
patient  package  inserts  not  be  provided 
to  the  patient  or,  in  the  case  of  an  oral 
prescription,  directs  that  patient 
package  inserts  not  be  provided  to  the 
patient  and  this  direction  is  reduced 
promptly  to  writing  by  the  dispenser  and 
filed  with  the  prescription. 
Notwithstanding  these  exemptions,  the 
dispenser  of  a  prescription  drug  product 
shall  provide  a  patient  package  insert  to 
any  patient  who  requests  it  when  the 
drug  product  is  dispensed.  This 
exemption  also  does  not  apply  if  the 
Food  and  Drug  Administration  requires, 
by  notice  in  the  Federal  Register,  that 
patient  package  inserts  for  a  particular 
drug  product  be  provided  to  all  patients 
under  all  circumstances. 

(b)  A  drug  product  is  not  required  to 
be  dispensed  with  a  patient  package 
insert  if  the  product  is  dispensed  to  a 
patient  in  the  course  of  emergency 
treatment  outside  a  health  care 
institution  subject  to  §  203.25. 

§  203.30  Effective  dates. 

(a)  Each  prescription  drug  product  is 
required  to  comply  with  the 
requirements  of  this  Part  203  within  180 
days  after  the  publication  of  a  notice  in 
the  Federal  Register  announcing  the 
application  of  the  requirements  to  a  drug 
or  drug  class  unless  a  different  time 
period  is  stated  in  the  notice.  When  the 
regulations  are  applied  to  a  drug  or  drug 
class,  the  agency  will  add  the  name  of 
the  drug  or  drug  class  to  §  203.31. 

(b)  A  prescription  drug  product  that  is 
introduced  or  delivered  for  introduction 
into  interstate  commerce  or  held  for  sale 
after  introduction  in  interstate 
commerce  after  the  effective  date  for  the 
product  established  under  paragraph  (a) 
of  this  section  is  misbranded  under 
section  502  of  the  Federal  Food,  Drug, 
and  Cosmetic  Act  if  it  does  not  comply 
with  the  requirements  of  this  part. 
However,  a  drug  product  in  the 
possession  of  a  distributor  or  dispenser 
before  the  effective  date  for  the  product 
is  not  misbranded  if  adequate  numbers 


of  copies  of  patient  package  inserts  are 
furnished  to  the  distributor  er  dispenser 
to  permit  any  patient  after  the  effective 
date  to  obtain  a  patient  package  insert 
with  the  product.  The  requirement  that 
any  product  be  dispensed  with  patient 
package  inserts,  as  applied  to 
practitioners  who  dispense  or 
administer  the  drug,  will  not  be  effective 
for  supplies  in  their  possession  on  the 
effective  date,  but  will  apply  only  to 
supplies  received  after  the  effective 
date. 

(c)  Holders  of  approved  new  drug 
applications  for  drug  products  that  are 
subject  to  this  part  shall  submit 
supplements  under  §  314.8(d)  to  provide 
for  the  patient  package  inserts  required 
by  this  part.  Establishments  holding 
licenses  for  the  manufacture  of 
biological  products  shall  submit 
amendments  to  the  Bureau  of  Biologies 
under  §  601.12  to  provide  for  the  labeling 
required  by  this  part.  Holders  of 
approved  antibiotic  form  5's  and  6's 
shall  submit  amendments  under 

§  431.16.  Unless  otherwise  provided  in 
the  Federal  Register  notice  for  the 
product  published  under  paragraph  (a) 
of  this  section,  the  patient  package 
inserts  may  be  put  into  use  without 
advance  approval  by  the  Food  and  Drug 
Administration. 

(d)  This  part  does  not  apply  to  the 
following: 

(1)  Isoproterenol  inhalation  drug 
products  that  are  subject  to  §  201.305. 

(2)  Oral  contraceptive  drug  products 
that  are  subject  to  §  310.501(a). 

(3)  Oral  postcoital  contraceptive  drug 
products  that  are  subject  to  §  310.501(b). 

(4)  Medroxyprogesterone  acetate 
injection  drug  products  that  are  subject 
to  §  310.501a. 

(5)  Intrauterine  devices  that  are 
subject  to  §  310.502. 

(6)  Estrogenic  drug  products  that  are 
subject  to  |  310.515. 

(7)  Progestational  drug  products  that 
are  subject  to  §  310.516. 

§  203.31  Drugs  which  require  patient 
package  inserts.  [Reserved] 

§  203.35  Alternative  dispensing  of  patient 
package  inserts. 

(a)  The  Commissioner  may,  at  any 
time,  waive  any  requirement  in  this  part 
applicable  to  the  dispensing  of  patient 
package  inserts  (and  corresponding 
distribution  practices)  on  the 
Commissioner’s  own  initiative  or  on  the 
petition  of  an  interested  person. 

(b)  An  interested  person  may  request 
the  Commissioner  to  waive  such  a 
requirement  under  the  condition  that 
manufacturers,  distributors,  and 
dispensers  to  whom  a  waiver  applies 
adopt  an  alternative  system  of 


60784  Federal  Register  /  Vol.  45,  No.  179  /  Friday,  September  12,  1980  /  Rules  and  Regulations 


dispensing  patient  package  inserts.  A 
waiver  request  is  required  to  be 
submitted  in  accordance  with  21  CFR 
10.30.  The  waiver  request  is  required  to 
identify  the  following: 

(1)  The  manufacturers,  distributors,  or 
dispensers  for  whom  the  waiver  is 
sought, 

(2)  The  specific  requirements  of  this 
part  from  which  the  waiver  is  sought, 
and 

(3)  The  time  period  for  which  the 
waiver  is  sought. 

(c)  No  waiver  is  effective  unless  first 
approved  by  the  Commissioner  in 
writing.  _  . 

Effective  date.  This  regulation 
becomes  effective  October  14, 1980. 

(Secs.  201,  502,  503.  505,  500,  507,  701,  52  Stat. 
1041  as  amended,  1050-1053  as  amended, 
1055-1056  as  amended,  55  Stat.  851,  59  Stat. 
463  as  amended  (21  U.S.C.  321,  352,  353,  355, 
350,  357,  371);  (sec.  351,  58  Stat.  702  as 
amended  (42  LJ.S.C.  262))) 

Dated:  September  8, 1980. 

)ere  E.  Goyan, 

3  Commissioner  of  Food  and  Drugs. 

|FR  Doc.  80-28004  Filed  9-10-80;  3:44  pm| 
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DEPARTMENT  OF  HEALTH  AND 
HUMAN  SERVICES 

Food  and  Drug  Administration 

[Docket  No.  80N-0370] 

Prescription  Drugs;  Draft  Guideline 
Patient  Package  Inserts 

agency:  Food  and  Drug  Administration. 
action:  Notice. 

summary:  The  Food  and  Drug 
Administration  (FDA)  is  issuing  for 
comment  draft  guideline  patient  package 
inserts  for  ampicillins,  benzodiazepines, 
cimetidine,  clofibrate,  digoxin, 
methoxsalen,  propoxyphene,  phenytoin, 
thiazides,  and  warfarin.  In  a  separate 
notice  to  be  published  when  the 
guidelines  are  final,  the  agency  will 
amend  §  203.31  (21  CFR  203.31)  to  apply 
the  patient  package  inserts  regulations 
to  these  drugs.  Use  of  the  final  guideline 
patient  package  inserts  by 
manufacturers,  distributors,  and 
dispensers  of  these  drugs  and  drug 
classes  will  constitute  compliance  with 
those  provisions  of  the  agency’s  patient 
package  inserts  regulations,  §  203.20(b), 
applicable  to  drugs  made  by  any 
manufacturer. 

DATE:  Comments  for  October  27, 1980. 
address:  Written  comments  to  the 
Hearing  Clerk  (HFA-305),  Food  and 
Drug  Administration,  Rm.  4-62,  5600 
Fishers  Lane,  Rockville,  MD  20857. 

FOR  FURTHER  INFORMATION  CONTACT: 
Stephen  C.  Goft,  Bureau  of  Drugs  (HFD- 
107)  Food  and  Drug  Administration,  5600 
Fishers  Lane,  Rockville,  MD  20857,  301- 
443-4893. 

SUPPLEMENTARY  INFORMATION:  The 

Food  and  Drug  Administration  (FDA)  is 
asking  for  comments  on  draft  guideline 
patient  package  inserts  for  the  following 
10  drugs  or  drug  classes:  Ampicillins, 
benzo-diazepines,  cimetidine,  clofibrate, 
digoxin,  methoxsalen,  propoxyphene, 
phenytoin,  thiazides,  and  warfarin. 
These  drugs  and  drug  classes  were 
selected  for  initial  application  of  the 
patient  package  inserts  regulations 
because  they  meet  the  agency’s  criteria 
justifying  priority  application  of  the 
regulations  and  because  they  are 
appropriate  subjects  to  study  further  the 
effects  of  patient  package  inserts. 

Elsewhere  in  this  issue  of  the  Federal 
Register,  the  agency  is  issuing  final 
regulations  that  require  manufacturers 
to  prepare,  and  dispensers  to  provide  to 
patients,  patient  package  inserts  for 
prescription  drug  products.  Under  the 
final  regulations,  the  patient  package 
inserts  requirements  apply  to  a  drug 
product  180  days  after  the  agency 


publishes  a  notice  in  the  Federal 
Register  announcing  the  applicability  of 
the  requirements  to  a  drug  or  drug  class. 

The  regulations  also  provide  that  FDA 
may  publish  guidelines  for  patient 
package  inserts  for  drugs  or  drug 
classes.  Once  the  guidelines  are  final, 
use  of  them  constitutes  compliance  with 
the  regulations  governing  the  content,  of 
the  inserts,  except  that,  as  is  apparent, 
the  regulations  require  certain  items  of 
information  to  be  filled  in  by  each 
person  responsible  for  preparing  the 
inserts.  Use  of  the  guidelines  is  not 
required,  however.  Before  publishing 
final  guideline  patient  package  inserts 
for  the  initial  10  drugs  or  drug  classes  to 
which  the  agency  intends  to  apply  the 
requirements,  the  agency  is  issuing  draft 
guideline  patient  package  inserts  for 
these  drugs  and  drug  classes  and  asking 
for  public  comment.  To  facilitate 
comments  on  the  draft  guidelines,  the 
agency  is  publishing  them  in  a  format 
that  will  permit  commenters  to  make 
written  comments  directly  on  their 
Federal  Register  copy  of  the  guidelines. 

After  reviewing  the  comments,  the 
agency  will  publish  final  guideline 
patient  package  inserts.  By  separate 
notice  of  applicability  of  the  general 
patient  package  inserts  regulations, 
patient  package  inserts  for  these  drugs 
or  drug  classes  will  be  required  180  days 
after  the  date  of  publication  of  the  final 
guidelines.  The  agency  intends  to 
publish  guideline  patient  package 
inserts  in  November  1980,  for  cimetidine, 
clofibrate,  and  propoxyphene,  in 
December  1980,  for  ampicillins, 
phenytoin,  and  warfarin,  and  in  January 
1981,  for  benzodiazepines,  digoxin, 
methoxsalen,  and  thiazides. 

Generally,  each  draft  guideline  text 
published  with  this  notice  contains 
information  complying  with  all  of  the 
requirements  for  the  content  of  patient 
package  inserts  labeling  under 
§  203.20(b),  except  for  the  requirements 
for  (1)  the  name  and  place  of  business  of 
a  person  responsible  for  the  content  of 
the  insert,  (2)  information  about  routes 
of  administration  for  drug  products  that 
are  not  for  oral  use,  (3)  statements  of 
special  handling  or  storage  conditions 
(except  for  liquid  ampicillin),  and  (4)  the 
date  of  the  most  recent  revision  of  the 
insert.  This  information  is  largely 
^dependent  on  a  particular  person  or 
product,  and  persons  responsible  for 
patient  package  inserts  are  required  to 
include  that  information  in  their 
individual  leaflets. 

The  10  draft  guideline  patient  package 
insert  texts  do  not  contain  statements 
about  the  use  of  the  drug  during  labor  or 
delivery,  or  statement  about  specific 
pediatric  indications.  None  of  the  drugs 
have  a  recognized  use  during  labor  or 


delivery  nor  do  they  have  specific 
pediatric  indications. 

A  brief  description  of  the  drugs  and 
drug  classes  to  which  the  insert  texts 
apply,  and  a  discussion  of  the 
applicability  of  individual  content 
requirements  to  each  drug  or  drug  class 
follows.  (Certain  content  requirements 
apply  to  only  a  few  of  the  10  drugs; 
these  are  discussed  only  when  they 
apply.  Others  are  discussed  only  with 
respect  to  those  drugs  to  which  they  do 
not  apply.) 

Ampicillins.  Ampicillins.  including 
ampicillin,  amoxicillin,  and  hetacillin, 
are  broad-spectrum  antibiotics  that  are 
used  widely  to  treat  infections.  Although 
ampicillins  are  generally  prescribed  for 
short-term  treatment,  a  patient’s 
adherence  to  the  treatment  program  is 
very  important.  Nevertheless,  patient 
compliance  with  short-term  treatment 
programs  for  antibiotics  is  often  low 
(see  the  Federal  Register  of  July  6, 1979; 
44  FR  40021).  Noncompliance  by 
patients  with  the  treatment  program 
may  lead  to  more  patient-prescriber 
contacts,  additional  prescriptions,  and 
increased  hospitalization  because  of  the 
failure  of  ampicillins  to  have  their 
intended  effects.  The  drugs  may  also 
produce  side  effects  which  the  patient 
should  recognize  and  report  to  the 
prescriber. 

Of  the  10  guideline  patient  package 
insert  texts  published  in  this  notice,  only 
the  guideline  for  ampicillin  contains  a 
statement  that  the  drug  is  ineffective  to 
treat  an  indication  for  which  the  agency 
believes  there  is  a  common  belief  among 
patients  that  the  drug  may  be  effective, 
that  is,  a  statement  that  ampicillin  is 
ineffective  to  treat  the  common  cold. 
Information  in  the  ampicillin  guideline 
about  serious  allergic  reactions  that  may 
occur  from  the  use  of  the  drug  is 
emphasized  through  the  use  of  type  face. 
Finally,  the  ampicillin  guideline  does  not 
contain  a  statement  that  identified 
activities,  drugs,  foods,  or  other 
substances  that  the  patient  should  avoid 
while  taking  the  drug  because 
interactions  with  activities  or 
substances  are  unlikely. 

Benzodiazepines.  Benzodiazepines, 
including  clorazepate,  chlordiazepoxide, 
diazepam,  lorazepam,  oxazepam,  and 
prazepam,  are  used  widely  to  treat 
anxiety.  They  have  a  high  incidence  of 
side  effects,  and  they  may  produce 
physical  and  psychological  dependence. 
The  adverse  effects,  although  generally 
only  bothersome,  may  lead  to  serious 
injury  or  death  if  these  drugs  are 
combined  with  certain  other  drugs  or 
alcohol. 

The  guideline  for  benzodiazepines 
includes  both  a  statement  that  special 
precautions  apply  to  the  use  of  the  drug 
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in  elderly  patients  and  a  statement 
about  the  risk  of  the  patient  developing 
a  dependence  on  the  drug. 

Cimetidine.  Cimetidine  is  used  widely 
to  treat  active  duodenal  ulcers  and  other 
pathological  hypersecretory  conditions, 
and  used  prophylactically  to  prevent  the 
recurrence  of  ulcers  in  patients  likely  to 
need  surgery.  Because  ulcer  patients 
generally  take  an  active  role  in  their 
therapy,  they  must  know  exactly  when 
they  are  to  take  cimetidine  and 
supplement  it  with  antacids  for  pain. 

The  guideline  informs  patients  about 
side  effects  that  may  disappear  within  a 
few  days.  In  addition,  cimetidine  is 
associated  with  more  serious  side 
effects  than  are  the  drugs  used  as 
alternative  therapy  for  acute  peptic 
4ilcers. 

The  guideline  for  cimetidine  does  not 
include  a  statement  about 
contraindications;  no  absolute 
contraindictions  are  now  known.  The 
guideline  also  does  not  contain  a 
statement  about  serious  reactions  and 
hazards  from  the  drug.  Reactions  and 
hazards  of  the  type  required  under  that 
paragraph  have  not  been  show  to  exist. 
Nor  does  the  guideline  contain  a 
statement  about  what  the  patient  should 
do  in  the  case  of  missed  dose;  here  the 
agency  believes  the  symptoms  from  an 
ulcer  will  lead  the  patient  to  comply 
and,  thus,  the  information  is 
unnecessary.  The  guideline  for 
cimetidine  includes,  however,  a 
statement  about  the  use  of  the  drug  in 
elderly  patients. 

Clofibrate.  Clofibrate  is  used  widely 
to  treat  elevated  cholesterol  and 
triglyceride  levels  in  the  blood.  Recent 
data  suggest  that  only  a  very  select 
patient  population  should  use  clofibrate, 
that  is,  only  those  people  whose 
cholesterol  and  triglycerides  have  not 
responded  to  diet,  weight  loss,  exercise, 
and  other  measures.  In  addition,  several 
serious  risks  have  been  identified  in 
patients  taking  clofibrate,  including  a 
doubling  of  risk  of  gallbladder 
inflammation  and  gallstones  requiring 
surgery  and  an  increased  risk  of  tumors. 

The  guideline  patient  package  insert 
for  clofibrate  includes  a  statement  about 
the  carcinogenic  potential  of  the  drug. 
The  guideline  does  not  contain  a 
statement  about  what  the  patient  should 
do  in  the  case  of  a  missed  dose,  but 
stresses  instead  the  importance  of  the 
patient  following  the  latest  dosage 
directions  provided  by  the  practitioner. 

Digoxin.  Digoxin  is  used  widely  to 
treat  congestive  heart  failure  and  artrial 
fibrillation.  Because  heart  patients  often 
receive  multiple  drug  therapy,  they  must 
be  aware  of  the  possibility  of  drug 
interactions.  For  example,  use  of  both 
digoxin  and  a  potassium-depleting 


diuretic  may  lead  to  increased  risk  of 
digoxin  toxcity.  These  side  effects  can 
be  recognized  early  by  the  patient  and 
reported  to  the  physician  before  they 
result  in  hospitalization.  In  addition, 
digoxin  requires  patients  to  adhere  to 
the  prescribed  regimen.  Improper 
administration  can  lead  to  digoxin 
toxicity  if  too  much  is  taken  or  a  return 
of  the  original  symptoms  if  doses  are 
missed. 

The  guideline  patient  package  insert 
for  digoxin  contains  a  specific  warning 
about  the  use  of  the  drug  to  treat 
obesity,  a  use  not  included  in  the 
professional  labeling  for  the  product  and 
a  use  which  presents  significant  risks  to 
patients.  The  guideline  also  contains  a 
prominently  displayed  box  containing 
information  about  warning  signals  for 
the  patient. 

Methoxsalen.  Methoxsalen  is  used  to 
treat  a  condition  in  which  skin 
pigmentation  is  lost  in  patches  on 
different  parts  of  the  body.  The  drug  is 
also  used  in  the  investigational 
treatment  of  psoriasis  and  is 
administered  as  part  of  a  treatment 
called  PUVA  (Psoralen  and  £/ltra  Violet 
A  light).  It  is  important  for  the  patient  to 
avoid  exposure  to  sunlight  after  taking 
methoxsalen.  Thus,  patients  must 
prevent  skin  exposure  to  the  sun,  wear 
special  sunglasses,  and  take  other 
precautions.  PUVA  therapy  is 
associated  with  an  increased  risk  of  skin 
cancer. 

The  guideline  patient  package  insert 
for  methoxsalen  does  not  include 
information  about  what  the  patient 
should  do  in  case  of  a  missed  dose 
because  therapy  is  closely  monitored  by 
the  health  care  professional.  The 
guideline  includes  information  about  the 
carcinogenic  potential  of  the  drug  in 
animals. 

Phenytoin.  Phenytoin  is  used  widely 
to  treat  epilepsy  or  seizure  disorders.  A 
patient’s  failure  to  comply  with  therapy 
will  result  in  increased  numbers  of 
seizures.  Because  the  occurrence  of  side 
effects  may  deter  patients  from 
following  their  treatment  program, 
information  about  increased  seizure 
activity  from  not  taking  the  drug  and  the 
occurrence  of  side  effects  that  may 
disappear  after  the  patient  has  adjusted 
to  the  medication  is  expected  to  improve 
patient  compliance. 

The  guideline  patient  package  insert 
for  phenytoin  contains  information 
about  warning  signals  associated  with 
use  of  the  drug  that  are  placed  in  a 
prominently  displayed  box.  The 
guideline  includes  information  about  the 
use  of  the  drug  by  elderly  patients. 

Propoxyphene.  Propoxyphene  is  used 
widely  for  the  relief  of  pain.  It  has  a 
significant  abuse  potential  and  may 


produce  both  physical  and  psychological 
dependence.  It  has  depressant  effects  on 
the  central  nervous  system,  such  as 
drowsiness  or  dizziness,  and  has 
additive  effects  when  taken  with  alcohol 
or  other  central  nervous  systems 
depressants,  such  as  sedatives, 
tranquilizers,  or  muscle  relaxants,  or 
with  antidepressants.  Alternative 
analgesics  with  similar  potency  and  less 
abuse  potential  are  available.  With  the 
potential  for  abuse  and  the  reported 
overdose  incidents,  it  is  important  for 
the  patient  to  be  informed  about  the 
consequences  of  inappropriate  use. 

The  guideline  patient  package  insert 
for  propoxyphene  emphasizes  the 
potential  hazards  from  the  use  of  the 
drug  with  alcohol  and  includes 
information  about  the  risks  of  a  patient 
developing  dependence  on  the  drug. 

Thiazides.  Thiazides,  including 
bendroflumethiazide,  benzthiazide, 
chlorothiazide,  chlorthalidone, 
cyclothiazide,  hydrochlorothiazide, 
hydroflumethiazide,  methylclothiazide, 
metolazone,  polythiazide,  quinethazane, 
and  trichlormethiazide,  are  used  widely 
to  treat  high  blood  pressure 
(hypertension)  and  congestive  heart 
failure,  liver  disease,  and  kidney  disease 
where  fluid  accumulation  is  a  problem. 
The  primary  action  of  thiazides  is  the 
elimination  of  excess  fluid,  as  well  as 
sodium,  potassium,  and  chloride,  from 
the  body.  The  loss  of  these  substances 
may  result  in  serious  adverse  effects 
that  the  patient  should  report  to  the 
treating  physician  or  pharmacist. 
Because  people  with  high  blood  pressure 
generally  do  not  have  symptoms  of  the 
disease,  patient  lack  of  compliance  is  a 
major  problem  associated  with  therapy. 
Patient  package  inserts  should  inform 
patients  about  the  need  for  compliance, 
the  potential  side  effects,  and  the 
consequences  of  failure  to  comply  with 
the  prescribed  regimen.  The  patient 
package  inserts  requirements  will  apply 
only  to  single-entity  thiazide  drug 
products  listed  above. 

Warfarin.  Warfarin  is  an  oral 
anticoagulant  that  is  used  widely  to 
prevent  blood  clots  from  enlarging  and 
more  clots  from  forming  and,  thus,  to 
prevent  heart  attacks,  strokes,  and 
pulmonary  embolisms.  Its  effectiveness 
depends  upon  the  patient  closely 
following  the  prescribed  therapy. 
Because  of  the  serious  adverse  effect  of 
major  and  minor  bleeding  episodes, 
patients  should  be  knowledgeable  about 
the  symptoms  from  taking  too  much 
warfarin.  Patient  recognition  of  these 
symptoms  would  permit  early  medical 
treatment  and  avoidance  of  a  major 
bleeding  episode. 

The  guideline  patient  package  insert 
for  warfarin  contains  information  about 
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warning  signals  for  the  patient  from  the 
use  of  the  drug  that  are  placed  in  a 
prominently  displayed  box. 

In  the  proposed  patient  package 
inserts  regulations  published  in  the 
Federal  Register  of  July  6, 1979  (44  FR 
40016),  the  agency  stated  its  intention  to 
ask  for  contract  proposals  from 
interested  private  organizations  and 
groups  for  drafting  guideline  patient 
package  insert  texts  that  would 
subsequently  be  reviewed  by  FDA  staff 
and  consultants.  Because  the  agency  has 
significantly  reduced  the 
implementation  schedule  of  the  final 
regulations,  the  agency  believes  that  it 
would  be  impractical  now  to  ask  for 
contract  proposals  for  drafting  guideline 
texts  for  only  10  drugs  or  drug  classes. 

In  addition,  the  agency  believes  that  its 
employees,  due  to  their  educational 
backgrounds  and  professional 
experience,  have  the  necessary 
expertise  to  prepare  draft  guideline 
patient  package  inserts  labeling  for  use 
in  this  phase  of  the  program.  FDA  will, 
of  course,  carefully  consider  all  written 
comments  received  on  the  draft 
guidelines  and  make  all  necessary 
revisions  before  issuing  them  in  final. 

BILLING  CODE  4110-03-M 
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Ampicillin 

(pronounced:  am-pi-SILL-in) 


Summary 

Ampicillin  is  the  name  of  a  group  of  drugs  used  to 
treat  bacterial  infections.  Finish  all  the  prescribed 
medicine  even  if  you  begin  to  feel  better.  If  you  do  not 
take  all  of  the  medicine  the  infection  could  return. 

DO  NOT  TAKE  AMPICILLIN  IF  YOU  HAVE 
HAD  AN  ALLERGIC  REACTION  TO  ANY  FORM 
OF  PENICILLIN  OR  TO  AMPICILLIN.  Ampicillin 
has  produced  serious,  allergic  reactions.  In  rare  cases 
fatalities  have  occurred.  If  you  have  a  rash,  hives,  itch¬ 
ing  or  difficult  breathing  after  taking  ampicillin,  call 
your  doctor  or  hospital  immediately.  You  may  need 
emergency  medical  treatment. 

The  rest  of  this  leaflet  gives  you  more  information 
about  ampicillin.  Please  read  it  and  keep  it  for  future 
use. 


Uses  of  Ampicillin 

Ampicillin  is  a  pencillin  antibiotic  .  It  is  used  to  treat  « 

various  types  of  infection,  for  example,  those  in  the 
throat,  ears,  urinary  tract  and  lungs  (bronchitis  and 
pneumonia).  Ampicillin  kills  bacteria  but  not  viruses.  It 
should  not  be  used  to  treat  the  common  cold. 

Before  Taking  Ampicillin 

Allergic  Reactions:  If  you  have  had  an  allergic  reac¬ 
tion  to  any  form  of  penicillin,  or  to  ampicillin  you  should 
not  take  ampicillin.  Serious  and  sometimes  fatal  allergic 
reactions  have  occurred  but  they  are  rare.  They  occur 
more  often  after  an  injection  than  with  medicine  taken 
by  mouth.  If  you  have  a  history  of  an  allergic  reaction  to 
a  penicillin  or  ampicillin  or  any  kind  of  allergy  including 
asthma  and  hay  fever  be  sure  to  tell  your  doctor  and 
pharmacist. 

If  you  get  hives,  itching,  rash,  or  if  you  start  wheezing 
or  have  difficulty  breathing  after  taking  ampicillin,  call 
your  doctor  or  a  hospital  immediately.  You  may  need 
emergency  treatment. 

How  To  Take  Ampicillin 

Most  infections  take  several  days  or  weeks  to  cure. 

When  you  start  taking  ampicillin,  it  will  kill  the  bacteria 
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causing  the  infection.  You  may  start  to  feel  better  within 
a  few  days.  However,  if  you  do  not  continue  to  take  the 
medicine,  some  of  the  bacteria  may  remain  alive  and 
multiply.  This  can  cause  a  return  of  the  symptoms  or 
disease.  If  you  have  taken  all  the  medicine  and  still  do 
not  feel  better,  call  your  doctor. 

It  is  best  to  take  ampicillin  on  an  empty  stomach;  one 
hour  before  or  two  hours  after  meals. 

If  you  miss  a  dose,  but  remember  later  take  it  as  soon 
as  possible.  Take  the  remaining  day’s  doses  at  the 
regularly  scheduled  times.  Do  not  take  two  doses  at  the 
same  time. 


Cautions — Pregnancy  and  Breast  Feeding 

The  safe  use  of  ampicillin  during  pregnancy  has  not 
been  established.  The  effects  of  ampicillins  on  unborn 
children  are  unknown.  However,  pregnant  women  with 
infections  are  given  ampicillin  in  order  that  the  infection 
will  not  harm  the  child. 

Ampicillin  may  pass,  in  breast  milk  from  mother  to  in¬ 
fant.  It  is  unknown  whether  the  child  will  have  any  side 
effects  due  to  the  ampicillin. 

Possible  Side  Effects 

Ampicillin  may  cause  diarrhea  (especially  in 
children}.  It  may  also  cause  irritation  of  the  mouth  and 
tongue,  nausea,  and  vomiting.  Some  of  these  effects  will 
often  go  away  after  several  days  as  the  body  gets  used  to 
the  medicine.  If  they  do  not  go  away  or  become  bother¬ 
some,  call  your  doctor. 

Other  reactions  may  take  longer  to  develop.  A  rash 
with  itching  over  the  entire  body  including  the  feet, 
hands,  and  mouth  may  occur.  This  reaction  is  expected 
more  often  for  people  who  have  had  allergic  reactions  to 
penicillin  or  a  history  of  allergy,  asthma,  or  hay  fever. 

Other  Information 

Ampicillin  liquid  should  be  kept  in  the  refrigerator. 
Be  sure  to  shake  the  bottle  before  using.  Do  not  use  am¬ 
picillin  liquid  after  the  expiration  date.  Do  not  save  it  to 
use  for  a  later  infection,  because  it  is  not  effective  after 
this  date. 

The  safe  and  effective  use  of  this  drug  depends  on 
your  taking  it  as  directed.  Ampicillin  has  been  pre¬ 
scribed  specifically  for  you  and  your  present  infection. 
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Do  not  give  this  drug  to  others  who  may  have  similar 
symptoms. 

In  the  event  of  an  accidental  overdose,  contact  your 
doctor,  poison  control  center,  or  nearest  hospital  emer¬ 
gency  room  immediately.  Keep  this  and  all  drugs  out  of 
the  reach  of  children. 

If  you  would  like  more  information  about  ampicillin, 
ask  your  doctor  or  pharmacist.  They  have  a  more  tech¬ 
nical  leaflet  (called  a  package  insert)  they  can  let  you 
read.  You  may  need  their  help  to  understand  it. 


Benzodiazepines 

(pronounced:  ben-zoe-dye-AZ-e-peens) 


Summary 

Benzodiazepines  are  a  group  of  tranquilizer  drugs. 
They  are  commonly  used  to  relieve  anxiety,  muscle 
spasms,  and  other  conditions  determined  by  your  doc¬ 
tor.  Like  other  tranquilizers,  they  should  not  be  used  to 
treat  anxiety  or  tension  due  to  the  stress  of  everyday  life. 
Benzodiazepines  have  not  been  shown  to  be  effective  in 
the  treatment  of  anxiety  for  periods  longer  than  4 
months. 

Benzodiazepines  may  make  you  drowsy  and  less  coor¬ 
dinated.  Be  careful  when  driving  a  car  or  using  machines 
until  you  know  how  the  drug  affects  you.  Taking  a  ben¬ 
zodiazepine  with  certain  other  drugs  or  alcohol  can  have 
serious  results.  Avoid  drinking  alcohol  or  taking  drugs 
which  depress  the  nervous  system  while  taking  benzodi¬ 
azepines.  You  should  not  use  benzodiazepines  if  you  are 
pregnant  unless  your  doctor  specifically  advises  you  to. 

Benzodiazepines  may  cause  dependence.  This  usually 
occurs  with  higher  than  recommended  dosages  taken 
continually  for  a  long  time.  If  you  have  been  taking  the 
drug  continuously  for  a  long  time,  consult  your  doctor 
before  you  stop  taking  it.  Withdrawal  symptoms  such  as 
anxiety,  tremors,  and  sleeplessness  can  occur. 

The  rest  of  this  leaflet  gives  you  more  information 
about  benzodiazepines.  Please  read  it  and  keep  it  for 
future  use. 

Uses  of  Benzodiazepines 


Benzodiazepines  are  most  commonly  used  to  treat 
anxiety  alone  (often  experienced  as  difficulty  sleeping. 
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nervousness,  and  apprehension)  or  anxiety  that  occurs 
with  other  medical  problems  (such  as  heart  and  stomach 
conditions).  Some  benzodiazepines  are  used  to  treat 
muscle  spasm,  muscle  stiffness  and  soreness  that  occurs 
with  sprains  and  strains. 

They  are  also  used  to  treat  muscle  spasms  that  occur 
with  cerebral  palsy  and  spinal  cord  damage,  and  for  cer¬ 
tain  convulsive  disorders.  If  you  want  to  know  more 
about  these  or  other  special  uses,  ask  your  doctor  or 
pharmacist. 

Before  Taking  Benzodiazepines 

Anxiety  or  tension  that  results  from  the  stress  of 
everyday  life  does  not  usually  require  treatment  with  a 
tranquilizer. 

Benzodiazepines  should  not  be  used  during  preg¬ 
nancy  unless  your  doctor  specifically  tells  you  to  take 
them.  Studies  suggest  an  increased  rate  of  birth  defects 
in  children  whose  mothers  took  benzodiazepines  during 
the  first  three  months  of  pregnancy.  Be  sure  to  tell  your 
doctor  if  you  are  pregnant  or  planning  to  become  preg¬ 
nant. 

While  breast  feeding ,  benzodiazepines  may  pass 
through  the  milk  to  the  child.  This  may  cause  the  baby 
to  become  drowsy.  Avoid  using  benzodiazepines  while 
breast  feeding. 

Do  not  take  a  benzodiazepine  if  you  have  had  an 
allergic  reaction  to  them  or  if  you  have  glaucoma 
(acute  narrow  angle  type).  Be  sure  to  tell  your  doctor  if 
you  have  these  or  liver  or  kidney  problems,  and  epilepsy 
or  seizure  disorders. 

If  any  of  these  apply,  tell  your  doctor  immediately. 

How  To  Take  Benzodiazepines 

If  you  miss  a  dose  of  this  medicine,  do  not  take  twice 
as  much  the  next  time.  Also,  do  not  change  the  dosage 
unless  told  to  do  so  by  your  doctor. 

If  you  have  been  taking  benzodiazepines  for  a  month 
or  more  your  doctor  should  reassess  your  condition  and 
your  continued  use  of  the  drug.  The  effect  of  these  drugs 
for  the  relief  of  anxiety  for  periods  longer  than  4  months 
has  not  been  studied.  If  you  feel  that  your  medicine  is 
not  helping  you,  discuss  it  with  your  doctor. 

Cautions — Pregnancy  and  Breast  Feeding 

Benzodiazepines  should  not  be  used  during  preg- 
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nancy  unless  your  doctor  specifically  tells  you  to  take 
them.  Studies  suggest  an  increased  rate  of  birth  defects 
in  children  whose  mothers  took  benzodiazepines  during 
the  first  three  months  of  pregnancy.  Be  sure  to  tell  your 
doctor  if  you  are  pregnant  or  planning  to  become  preg¬ 
nant. 

While  breast  feeding ,  benzodiazepines  may  pass 
through  the  milk  to  the  child.  This  may  cause  the  baby 
to  become  drowsy.  Avoid  using  benzodiazepines  while 
breast  feeding. 


General  Cautions 

A  benzodiazepine  can  make  you  drowsy  and  less 
coordinated,  especially  when  you  first  begin  to  take  the 
drug.  Elderly  people  may  notice  these  effects  more  than 
others.  Be  careful  when  driving  a  car  or  using  machines 
until  you  know  how  the  drug  affects  you. 

You  should  avoid  drinking  alcohol  while  taking  a 
benzodiazepine.  The  combination  of  alcohol  and  tran¬ 
quilizers  dangerously  increases  the  effects  of  both.  This 
can  make  you  suddenly  feel  very  drowsy  or  uncoor¬ 
dinated. 

Do  not  take  benzodiazepines  with  certain  other  drugs 
unless  your  doctor  knows  and  approves  of  their  use. 
These  drugs  include  the  following:  sleeping  pills,  cough 
and  cold  medicines,  antihistamines,  antidepressants, 
pain  killers,  and  other  tranquilizers.  Taking  benzo¬ 
diazepines  with  other  drugs  can  cause  serious,  pos¬ 
sibly  fatal,  reactions. 

Dependence 

You  can  become  dependent  on  benzodiazepines.  De¬ 
pendence  is  a  craving  for  the  drug  or  the  inability  to 
function  normally  without  it.  Dependence  usually  occurs 
when  higher  than  recommended  doses  are  taken  over 
long  pzriods  of  time. 

If  you  have  been  taking  a  benzodiazepine  for  a  long 
time,  do  not  suddenly  stop  taking  it.  Withdrawal 
symptoms  may  occur.  Some  of  these  symptoms  include: 
anxiety,  tremors,  sleeplessness,  mental  confusion, 
stomach  cramps,  sweating,  or  irritability.  Some  of  these 
symptoms  may  be  similar  to  your  original  reasons  for 
taking  the  drug.  To  help  avoid  these  symptoms,  your 
doctor  can  put  you  on  a  schedule  to  gradually  reduce  the 
dose. 
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Overdose 

An  overdose  of  benzodiazepines  alone  or  in  combina¬ 
tion  with  other  drugs  or  alcohol  can  be  fatal.  Signs  of  an 
overdose  are  extreme  drowsiness,  weakness,  staggering, 
shakiness  and  confusion.  If  an  overdose  is  suspected,  get 
emergency  help  immediately  from  your  doctor, 
poison  countrol  center  or  nearest  hospital  emergency 
room.  Keep  this  and  all  drugs  out  of  the  reach  of 
children. 


Possible  Side  Effects 

When  you  first  start  taking  a  benzodiazepine,  you 
may  feel  tired,  drowsy,  or  unsteady.  These  effects  may 
not  last  for  more  than  a  few  days  as  your  body  adjusts  to 
the  medicine.  Less  frequent  side  effects  include  confu¬ 
sion,  excitement,  depression,  rash,  blurred  vision,  and 
difficulty  urinating.  If  they  continue  tell  your  doctor.  A 
lower  dose  may  be  needed. 

Other  Information 

The  safe  and  effective  use  of  a  benzodiazepine 
depends  on  your  taking  it  exactly  as  directed.  This  drug 
has  been  prescribed  specifically  for  you.  Do  not  give  this 
drug  to  others  who  may  have  similar  symptoms  or  use  it 
for  any  other  reasons. 

If  you  would  like  more  information  about  benzodiaz¬ 
epines,  ask  your  doctor  or  pharmacist.  They  have  a  more 
technical  leaflet  (called  the  package  insert!  they  can  let 
you  read.  You  may  need  their  help  to  understand  it. 

Cimetidine 

(pronounced:  sye-MET-i-deen) 


Summary 

Cimetidine  is  commonly  used  to  treat  intestinal 
(duodenal!  ulcers  and  in  certain  cases  to  prevent  them 
from  reoccuring.  It  may  take  several  weeks  before  you 
notice  its  effects.  Do  not  stop  taking  the  drug  unless  your 
doctor  tells  you  to  stop.  You  may  need  to  take  antacids 
between  doses  of  cimetidine  to  relieve  ulcer  pain. 

The  rest  of  this  leaflet  gives  you  more  information 
about  cimetidine  and  ulcers.  Please  read  it  and  keep  it 
for  future  use. 
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Uses  of  Cimetidine 

Cimetidine  helps  heal  intestinal  ulcers  by  decreasing 
the  amount  of  acid  made  by  the  stomach.  Ulcers  and  the 
pain  they  cause  are  often  relieved  by  decreasing  the 
amount  of  acid  produced.  Most  ulcers  treated  with  ci¬ 
metidine  heal  within  6  to  8  weeks. 

Cimetidine  is  also  used  for  certain  patients  to  prevent 
the  reoccurence  of  ulcers.  When  taken  for  this,  the  drug 
is  used  at  a  lower  dose  and  is  usually  taken  only  at  bed¬ 
time.  Cimetidine  is  also  used  for  other  conditions  as  de¬ 
termined  by  your  doctor. 

How  To  Take  Cimetidine 

Cimetidine  is  usually  taken  with  meals  and  at  bed¬ 
time.  If  your  ulcer  causes  pain,  as  most  do,  your  doctor 
may  tell  you  to  take  antacids  between  meals  and  at  bed¬ 
time.  Antacids  help  the  ulcer  to  heal  and  control  its 
symptoms. 

Although  the  healing  effects  of  cimetidine  begin  in  the 
first  week  or  two  of  treatment,  it  will  be  necessary  to  take 
the  drug  for  several  weeks.  Do  not  stop  taking  the  cimet¬ 
idine  without  first  checking  with  your  doctor  If  ulcer 
pain  lasts  or  worsens  while  taking  the  drug,  call  your 
doctor. 


Cautions  -  Other  Drugs 

Do  not  use  any  other  drugs,  including  nonprescription 

drugs,  unless  your  doctor  knows  and  approves  their  use. 

Drugs  to  be  especially  careful  about  are: 

•  Aspirin  or  arthritis  drugs  -  may  irritate  your  ulcer 
and  cause  more  pain. 

•  anticoagulants  (“blood  thinners”)  •  when  taken 
together  with  cimetidine  may  cause  bleeding.  Your 
doctor  may  need  to  reduce  the  dose  of  the  anti- 
goagulant  to  prevent  bleeding. 

•  drugs  to  treat  anxiety  (tranquilizers  such  as  Valium, 
Librium,  Seraxl  •  cimetidine  can  increase  the  action 
of  these  drugs  to  make  you  very  sleepy  or  drowsy. 


General  Cautions 

Avoid  any  food  or  drink  that  may  irritate  your  ulcer. 
Alcohol,  coffee,  tea,  cola  drinks  and  highly  acidic  foods 
(such  as  tomatoes)  may  cause  some  pain.  Cigarette 
smoking  may  also  irritate  your  ulcer. 
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Cimetidine  should  not  be  used  during  pregnancy  un¬ 
less  your  doctor  knows  you  are  pregnant  and  approves 
its  use.  Cimetidine  passes  to  the  unborn  child  and  the  ef¬ 
fects,  if  any,  on  the  unborn  child  are  not  known. 

Cimetidine  also  passes  to  the  child  in  breast  milk.  It 
may  be  safer  noMo  breast  feed  your  child  if  you  are  tak¬ 
ing  the  drug.  The  effect  of  cimetidine  in  children  (those 
under  16)  is  unknown. 

Before  you  take  cimetidine,  make  sure  your  doctor 
knows  if  you  have  ever  had  kidney  problems. 

Possible  Side  Effects 

Side  effects  have  been  reported  by  about  4  patients  out 
of  every  100  who  took  cimetidine.  The  most  frequently 
reported  are:  diarrhea,  nausea,  and  vomiting;  rash, 
hives,  and  itching;  fever,  dizziness,  headache,  and 
sleepiness;  stomach  pains,  cramps,  constipation,  and 
gas;  dry  mouth  and  muscle  pains. 

Men  have  reported  slight  breast  enlargement  and  sore 
breasts.  Mental  confusion  can  occur,  especially  for 
elderly  and  severely  ill  patients.  This  effect  disappears 
after  the  drug  is  stopped.  If  you  have  any  of  these  side  ef¬ 
fects  tell  your  doctor  at  the  next  visit.  If  they  become 
bothersome,  call  your  doctor. 

Serious  but  rare  blood  disorders  have  been  reported. 
Symptoms  of  these  disorders  include  fatigue,  weakness, 
pale  appearance,  increased  occurrence  of  infection, 
fever,  sore  throat,  easy  bruising  or  bleeding.  Rare  cases 
of  kidney  and  liver  disease  have  been  reported.  Symp¬ 
toms  of  these  include  fatigue,  loss  of  appetite,  fever,  ab¬ 
dominal  pain  or  yellowing  of  the  skin.  If  any  of  these 
symptoms  appear  while  you  are  taking  cimetidine,  call 
your  doctor  immediately. 

Other  Information 

The  safe  and  effective  use  of  this  drug  depends  on 
your  taking  it  as  directed.  Cimetidine  has  been  pre¬ 
scribed  specifically  for  you.  Do  not  give  this  drug  to 
others  who  may  have  similar  symptoms  or  use  it  for  any 
other  reasons. 

In  the  event  of  an  accidental  overdose,  contact  your 
doctor,  poison  control  center  or  nearest  hospital  emer¬ 
gency  room  immediately.  Keep  this  and  all  drugs  out  of 
the  reach  of  children. 

If  you  would  like  more  information  about  cimetidine, 
ask  your  doctor  or  pharmacist.  They  have  a  more  tech- 
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nical  leaflet  (called  a  package  insert  I  they  can  let  you 
read.  You  may  need  their  help  to  understand  it. 


Propoxyphene 

(pronounced :  proe-POX-i-f een ) 


Summary 

Propoxyphene  is  used  to  relieve  pain  but  can  be 
dangerous  when  mixed  with  other  drugs  or  alcohol. 
Limit  your  intake  of  alcohol  while  taking  this  drug.  Also 
do  not  take  any  tranquilizers,  sleep  aids,  antide¬ 
pressants,  antihistamines,  or  any  other  drugs  that  make 
you  sleepy  unless  your  doctor  tells  you  to  do  so.  Com¬ 
bining  any  of  these  with  propoxyphene  may  lead  to  an 
overdose. 

Propoxyphene  may  make  you  sleepy.  Use  care  driving 
a  car  or  using  machines  until  you  see  how  the  drug  af¬ 
fects  you.  Do  not  take  more  of  the  drug  than  your  doctor 
prescribed.  Dependence  has  occurred  when  patients 
have  taken  propoxyphene  for  a  long  period  of  time  at  a 
dose  greater  than  recommended. 

The  rest  of  this  leaflet  gives  you  more  information 
about  propoxyphene.  Please  read  it  and  keep  it  for 
future  use. 


Cautions 

Other  Drugs:  Combinations  of  excessive  doses  of  pro¬ 
poxyphene,  alcohol,  and  tranquilizers  may  be  danger¬ 
ous.  Make  sure  your  doctor  knows  you  are  taking  tran¬ 
quilizers,  sleep  aids,  antidepressant  drugs,  anti¬ 
histamines,  or  any  other  drugs  that  make  your  sleepy. 
The  use  of  these  drugs  with  propoxyphene  increases 
their  sedative  effects  and  may  lead  to  overdoses  symp¬ 
toms,  including  death  (see  “Overdose”  belowl. 

Alcohol:  Heavy  use  of  alcohol  with  propoxyphene  is 
hazardous  and  may  lead  to  overdosage  symptoms  (see 
“Overdose”  belowl.  THEREFORE,  LIMIT  YOUR 
INTAKE  OF  ALCOHOL  WHILE  TAKING  PRO¬ 
POXYPHENE. 

Regular  Activities:  Propoxyphene  may  cause  drowsi¬ 
ness  or  impair  your  mental  and/or  physical  abilities; 
therefore,  use  caution  when  driving  a  vehicle  or 
operating  dangerous  machinery.  DO  NOT  perform  any 
hazardous  task  until  you  have  seen  your  response  to  this 
drug. 
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Who  Should  Not  Take  Propoxyphene 

Do  not  take  propoxyphene  during  pregnancy  unless 
your  doctor  knows  you  are  pregnant  and  specifically 
recommends  its  use. 

.The  effects  of  propoxyphene  in  children  under  12  has 
not  been  studied.  Therefore  use  of  the  drug  in  this  group 
is  not  recommended. 

Make  sure  your  doctor  knows  if  you  have  ever  had  an 
allergic  reaction  to  propoxyphene,  aspirin,  or  aceto- 
minophen. 

Some  forms  of  propoxyphene  contain  aspirin  to  help 
relieve  the  pain.  Do  not  take  propoxyphene  in  this  form 
if  you  have  ulcers  or  if  you  are  taking  an  anticoagulant 
(“blood  thinner”).  The  aspirin  may  irritate  the  ulcer  and 
cause  it  to  bleed.  In  a  small  group  of  people,  aspirin  may 
cause  an  asthma  attack.  If  you  are  one  of  these  people, 
be  sure  your  drug  does  not  contain  aspirin. 

How  To  Take  Propoxyphene 

Follow  your  doctor’s  directions  exactly.  Do  not  in¬ 
crease  the  amount  you  take  without  your  doctor’s  ap¬ 
proval.  If  you  miss  a  dose  of  the  drug,  do  not  take  twice 
as  much  the  next  time. 

Dependence 

You  may  become  dependent  on  propoxyphene.  Phy¬ 
sical  and  psychological  dependence  occurs  when  you 
have  a  craving  for  the  drug  and  cannot  perform  normally 
without  it.  Dependence  has  occurred  to  people  who  have 
taken  larger  than  recommended  doses  of  propoxyphene 
over  a  long  period  of  time. 

Overdose 

An  overdose  of  propoxyphene  alone  or  in  combination 
with  other  drugs  including  alcohol  is  likely  to  exaggerate 
the  drug’s  normal  effects.  It  may  cause  extreme  drowsi¬ 
ness,  weakness,  breathing  difficulties,  and  confusion.  A 
large  overdose  may  lead  to  unconsciousness  and  death. 

When  the  propoxyphene  product  contains  acetomin- 
ophen,  overdose  symptoms  are  nausea,  vomiting.  lack  of 
appetite  and  abdominal  pain.  An  overdose  may  lead  to 
liver  damage,  coma  and  death. 

When  the  propoxyphene  product  contains  aspirin. 
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symptoms  of  taking  too  much  of  the  drug  are  headache, 
dizziness,  ringing  in  the  ears,  difficulty  hearing,  dim  vi¬ 
sion,  confusion,  drowsiness,  sweating,  thirst,  rapid 
breathing,  nausea,  vomiting  and  occasionally,  diarrhea. 

In  any  suspected  overdose  situation,  GET  EMER¬ 
GENCY  HELP  IMMEDIATELY.  Keep  this  drug  and 
all  drugs  out  of  the  reach  of  children. 

Possible  Side  Effects 

When  propoxyphene  is  taken  as  directed,  side  effects 
are  infrequent.  Among  those  reported  are  drowsiness, 
dizziness,  nausea,  and  vomiting.  If  these  effects  occur,  it 
may  help  to  lie  down  and  rest. 

Less  frequently  reported  side  effects  are  constipation, 
abdominal  pain,  skin  rashes,  lightheadedness,  head¬ 
ache,  weakness,  minor  visual  disturbances,  and  feelings 
of  elation  or  discomfort. 

If  any  of  these  side  effects  occur  and  becomes  bother¬ 
some,  contact  your  doctor. 

Other  Information 

The  safe  and  effective  use  of  propoxyphene  depends 
on  your  taking  it  exactly  as  directed.  This  drug  has  been 
prescribed  specifically  for  you  and  your  present  condi¬ 
tion.  Do  not  give  this  drug  to  others  who  may  have  sim¬ 
ilar  symptoms  or  use  it  for  any  other  reason. 

If  you  would  like  more  information  about  propox¬ 
yphene,  ask  your  doctor  or  pharmacist.  They  can  give 
you  a  more  technical  leaflet  (called  a  package  insert! 
they  can  let  you  read.  You  may  need  their  help  to  under¬ 
stand  it. 


Methoxsalen 

(pronounced:  meth-OX-a-len) 
(Psoralen,  SOR-ah-len  is  another 
name  for  methoxsalen) 


Summary 

Methoxsalen  capsules  are  commonly  used  to  treat  vit¬ 
iligo  (vit-i-LIE-go!.  This  is  a  condition  where  patches  of 
skin  color  are  lost.  Methoxsalen  is  also  being  studied  for 
the  treatment  of  severe  psoriasis  that  has  not  been  helped 
by  other  drugs.  For  methoxsalen  to  work,  you  must  take 
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it  and  then  be  exposed  to  special  ultraviolet  light  2  or  3 
hours  later.  This  combined  treatment  is  called  PUVA, 
which  stands  for  Psoralen  and  Ultra  Fiolet  A .  (Psoralen 
is  another  name  for  methoxsalen. ) 

While  taking  methoxsalen,  avoid  direct  sunlight,  both 
before  and  after  taking  the  drug.  You  must  protect  your 
eyes  with  special  sunglasses.  Report  any  unusual  skin 
changes  to  your  doctor  immediately. 

The  rest  of  this  leaflet  gives  you  more  information 
about  methoxsalen.  Please  read  it  and  keep  it  for  future 
use. 

Vitiligo  •  The  Loss  of  Skin  Color 

Skin  color  is  determined  by  the  amount  of  pigment  (or 
melanin)  in  the  skin.  This  pigment  is  formed  by  a  chem¬ 
ical  reaction  and  ultraviolet  light  helps  quicken  this  reac¬ 
tion.  That  is  why  skin  turns  darker  when  sunbathing. 

In  vitiligo,  pigment  is  lost  in  patches  on  different  parts 
of  the  body.  The  combination  of  methoxsalen  and  ultra¬ 
violet  light  helps  restore  pigment  to  the  white  patches  of 
the  skin.  Methoxsalen  is  also  being  studied  for  the  treat¬ 
ment  of  severe  psoriasis  not  helped  by  other  durgs. 

For  methoxsalen  to  work,  you  must  take  it  2  to  3  hours 
before  you  are  exposed  to  ultraviolet  light.  The  drug  will 
not  work  unless  you  are  exposed  to  the  light. 

Cautions 

Your  skin,  lips,  and  eyes  will  be  more  sensitive  to 
sunlight  while  you  are  taking  methoxsalen.  Too  much 
exposure  to  sunlight  during  this  period  can  cause  serious 
burning  of  you  skin  and  damage  to  your  eyes.  If  you 
must  go  into  the  sunlight  be  sure  to  use  a  sunscreen  lo¬ 
tion  recommended  by  your  doctor  for  the  exposed  body 
parts.  Special  lipstick  to  block  sunlight  should  also  be 
used.  ^ 

It  is  extremely  important  that  you  take  the  following 
precautions  while  using  methoxsalen: 

•  Do  not  sunbathe  24  hours  before  or  8  hours  after  tak¬ 
ing  methoxsalen. 

•  Wear  special  sunglasses  immediately  after  you  take 
the  medicine  and  for  the  rest  of  the  day.  Ordinary 
sunglasses  usually  do  not  give  enough  protection. 
Your  doctor  can  tell  you  more  about  them. 
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Before  Taking  PUVA  Treatments 

Other  medicines  could  make  your  skin  more  sensitive 
to  the  PUVA  treatments.  Also,  certain  conditions  could 
be  worsened  by  them.  Before  you  have  any  PUVA 
treatments,  tell  your  doctor  if  you: 

•  have  had  any  recent  x-rays  or  are  planning  any. 

•  are  taking  any  prescription  or  nonprescription  drugs, 
(including  any  prescribed  after  you  have  started 
PUVA  treatment). 

•  have  or  ever  had  melanoma  or  any  skin  cancer. 

•  have  any  eye  problems  (such  as  cataracts  or  loss  of  a 
lens). 

•  have  any  heart  or  liver  problems. 

•  have  any  condition  that  requires  you  to  stay  out  of 
the  sun. 

•  are  pregnant  or  plan  to  become  pregnant. 

Possible  Side  Effects 

Frequent  exposure  to  the  sun  over  several  years  causes 
the  skin  to  age  more  rapidly  and  increases  the  likelihood 
of  getting  skin  cancer.  Since  PUVA  treatment  uses  ultra¬ 
violet  rays  that  is  also  present  in  sunlight,  you  may  have 
a  somewhat  greater  risk  of  skin  cancer.  Patients  treated 
with  PUVA  for  psoriasis  have  a  somewhat  higher  risk  of 
skin  cancer  than  those  not  treated.  You  should  routinely 
examine  yourself  for  the  early  signs  of  skin  cancer.  For 
example  look  for  a  darkening  or  enlargement  of  a  mole 
or  a  small  growth  on  the  skin.  Report  this  or  any  other 
unexplained  skin  changes  to  your  doctor  immediately. 

Have  your  eyes  examined  each  year  after  starting 
PUVA  treatments.  Some  animals  given  methoxsalen  and 
exposed  to  ultraviolet  light  have  developed  eye  problems 
such  as  cataracts.  It  is  unknown  whether  humans  will 
also  develop  cataracts  after  receiving  PUVA  treatment. 

The  most  common  side  effect  of  methoxsalen  is 
nausea.  You  may  be  able  to  prevent  this  by  taking  the 
drug  with  milk  or  food.  If  this  does  not  help,  tell  your 
doctor. 

Another  common  side  effect  is  redness  and  itching  of 
the  skin.  This  can  usually  be  helped  by  bland  ointments 
or  lotions  recommended  by  your  doctor  or  pharmacist.  If 
redness  or  itching  lasts  longer  than  a  few  days,  they 
should  be  treated  by  your  doctor. 


Federal  Register  /  Vol.  45,  No.  179  /  Friday,  September  12, 1980  /  Notices 


60801 


Other  Information 

Methoxsalen,  when  combined  with  ultraviolet  radia- 
tion  or  sunlight,  is  a  potent  drug.  Under  no  circum¬ 
stances  should  you  increase  the  number  of  capsules  you 
are  taking.  Do  not  let  anybody  else  use  methoxsalen  and 
do  not  use  it  yourself  for  any  other  reason. 

In  the  event  of  an  accidental  overdosage,  contact  your 
doctor,  poison  control  center,  or  nearest  hospital  emer¬ 
gency  room  immediately.  Keep  this  and  all  drugs  out  of 
the  reach  of  children. 

If  you  would  like  more  information  about  methox¬ 
salen,  ask  your  doctor  or  pharmacist.  They  have  a  more 
technical  leaflet  (called  a  package  insert)  they  can  let  you 
read.  You  may  need  their  help  to  understand  it. 

Phenytoin 

(pronounced:  FEN-i-toyn) 


Summary 

Phenytoin  is  commonly  used  to  help  control  certain 
types  of  epilepsy  or  seizure  disorders.  Taking  the  pre¬ 
scribed  dose  of  phenytoin  is  very  important.  Too  little 
will  not  control  seizures  and  too  much  can  lead  to  toxic¬ 
ity.  If  you  notice  any  signs  of  toxicity,  call  your  doctor 
immediately.  These  include  eye  problems  (jerky  eye 
movement,  blurred  or  double  vision),  staggering,  or  dif¬ 
ficulty  walking,  slurred  speech,  drowsiness,  dizziness,  or 
hallucinations.  Do  not  stop  taking  phenytoin  or  change 
brands  unless  your  doctor  tells  you.  Abruptly  stopping 
the  drug  can  cause  seizures  to  occur. 

The  rest  of  this  leaflet  gives  more  information  about 
phenytoin.  Please  read  it  and  keep  it  for  future  use. 

Why  Take  Phenytoin? 

Phenytoin  does  not  cure  seizure  disorders.  It  prevents 
or  reduces  the  number  of  epileptic  attacks.  Sometimes 
other  drugs  are  also  needed  to  control  the  attacks.  Even 
if  you  feel  fine  continue  to  take  phenytoin  or  the  symp¬ 
toms  will  return.  Phenytoin  is  also  used  for  other  condi¬ 
tions  as  determined  by  your  doctor. 

Before  Taking  Phenytoin 

Tell  your  doctor  if  you  have  ever  had  liver  problems. 
If  your  liver  is  not  working  properly,  the  drug  can  build 
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up  in  the  body.  This  can  cause  toxic  signs  with  ordinary 
doses. 

Diabetics  should  know  that  phenytoin  may  increase 
your  blood  sugar  levels.  Make  sure  your  doctor  knows  if 
you  have  diabetes  or  if  you  ever  had  an  allergic  reaction 
to  phenytoin. 

Cautions — Pregnancy 

The  effect  of  phenytoin  during  pregnancy  is  not 
clearly  known.  Reports  show  that  women  taking  drugs 
for  epilepsy  more  often  give  birth  to  children  with  birth 
defects  than  expected.  It  is  not  known  whether  the  dis¬ 
ease  or  the  drug  cause  the  birth  defects.  The  great  ma¬ 
jority  of  women  taking  drugs  to  control  seizures,  how¬ 
ever,  deliver  normal  babies. 

How  To  Take  Phenytoin 

Your  doctor  may  change  the  dose  during  the  first  few 
weeks  to  find  the  right  amount  for  you.  Once  you  have  a 
regular  schedule  it  is  best  to  take  phenytoin  at  the  same 
time  each  day.  This  will  help  you  remember  to  take  each 
dose. 

If  you  are  using  phenytoin  liquid,  shake  the  bottle  well 
before  measuring  the  dose.  The  medicine  often  settles  to 
the  bottom.  Use  a  standard  measuring  spoon  (usually 
available  at  the  pharmacy}.  If  you  are  taking  the  chew- 
able  tablets,  chew  them  up  completely  before  swallow¬ 
ing. 


If  You  Miss  A  Dose 

If  you  forget  to  take  the  drug  at  the  usual  time,  take  it 
as  soon  as  you  remember.  Take  the  rest  of  the  day’s  dose 
at  the  regular  time.  If  you  remember  the  next  day  that 
you  missed  yesterday’s  dose,  do  not  take  two  doses;  take 
only  the  amount  scheduled  for  that  day.  If  you  miss  two 
or  more  days  doses,  call  you  doctor. 

General  Cautions 

Changing  Products:  The  amount  of  drug  absorbed  by 
your  body  may  change  if  you  switch  to  a  different  brand 
of  phenytoin.  Do  not  change  drug  products  without  tell¬ 
ing  your  doctor. 

Drugs:  Some  drugs  interact  with  phenytoin.  These  in¬ 
clude  barbiturates,  anticoagulants  (“blood  thinners’’ 
like  warfarin},  drugs  for  tuberculosis  (isoniazid},  and 
certain  drugs  for  depression  (tricyclic  antidepressants}. 
Your  doctor  may  have  to  adjust  your  dosage  of  pheny- 
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toin  when  you  are  taking  these  drugs.  While  on  pheny- 
toin  do  not  start  or  stop  taking  any  drugs  without 
your  doctor’s  knowledge. 

Alcohol:  Combining  alcohol  with  phenytoin  may 
cause  exteme  drowsiness  and  reduce  the  effect  of  pheny¬ 
toin.  It  is  best  to  limit  your  intake  of  alcohol  while  on 
phenytoin. 

Mouth  Hygiene:  Phenytoin  often  causes  red,  swollen 
gums  (“gum  hyperplasia”),  especially  in  children.  Brush 
your  teeth,  massage  your  gums,  and  use  dental  floss  reg¬ 
ularly.  Visit  your  dentist  twice  a  year  for  checkups. 

Harmful  Reactions:  Certain  serious  side  effects  can 
occur  with  phenytoin.  These  are  not  frequent  but  can  be 
very  serious.  If  afiy  of  these  occur,  call  your  doctor  im¬ 
mediately: 

•  rash,  especially  with  blistering,  peeling,  or  bruising; 

•  liver  disorder  noticed  by  yellowing  of  the  skin  or 
eyeballs,  fever,  fatigue,  loss  of  appetite  and  abdom¬ 
inal  pain; 

•  dark  colored  urine  or  light  colored  bowel  movements; 

•  blood  disorders  noticed  by  weakness,  fever,  sore 
throat,  abnormal  bleeding  or  bruising. 

Lab  Tests:  You  may  need  to  have  lab  tests  to  check  if 
the  drug  is  working  properly  or  causing  problems. 
Phenytoin  may  affect  thyroid  and  another  tests. 

Warning  Signals 

It  is  important  to  watch  out  for  the  signs  of  phenytoin 
toxicity  and  report  them  to  your  doctor  immediately. 
Elderly  patients  and  people  with  liver  problems  may 
show  these  signs  at  lower  dose  levels.  Signs  of  toxicity  in¬ 
clude  the  following: 

•  jerky  eye  movements,  blurred  vision,  double  vision; 

•  staggering,  difficulty  walking,  muscle  incoordina¬ 
tion; 

•  slurred  speech; 

•  drowsiness,  dizziness,  hallucinations. 

Possible  Side  Effects 

Less  serious  side  effects  can  occur.  Phenytoin  may 
cause  nausea  and  vomiting.  If  this  happens,  try  to  take 
the  drug  with  meals.  The  drug  may  color  your  urine 
pink,  brown,  or  red.  This  is  not  abnormal  or  serious. 
Phenytoin  may  also  cause  increased  hair  growth,  espe- 
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dally  in  young  children.  If  they  become  bothersome,  call 
your  doctor  or  pharmacist.  Do  not  stop  taking  the  drug. 

Other  Information 

The  safe  and  beneficial  use  of  phenytoin  depends  on 
your  taking  it  exactly  as  directed.  This  drug  has  been 
prescribed  specifically  for  you  and  your  present  condi¬ 
tion.  Do  not  give  this  drug  to  others  who  may  have  sim¬ 
ilar  symptoms.  In  the  event  of  an  accidental  overdose 
contact  your  doctor,  poison  control  center  or  nearest  hos¬ 
pital  emergency  room  immediately.  Keep  this  and  all 
drugs  out  of  the  reach  of  children. 

If  you  would  like  more  information  about  phenytoin, 
ask  your  doctor  or  pharmacist.  They  have  a  more  tech¬ 
nical  leaflet  (called  a  package  insert)  they  can  let  you 
read.  You  may  need  their  help  to  understand  it. 

Digoxin 

(pronounced:  di-JOX-in) 


Summary 

Digoxin  helps  the  heart  beat  more  strongly  and, 
sometimes  more  regularly.  This  helps  the  blood  circulate 
better  throughout  the  body.  Keep  taking  digoxin  exactly 
as  directed  even  if  you  are  feeling  better.  Check  with 
your  doctor  before  making  any  change  in  the  dosage 
schedule. 

While  taking  digoxin  look  for  the  warning  signals  of 
too  much  digoxin  in  your  body.  This  is  often  referred  to 
as  digoxin  toxicity.  Call  your  doctor  immediately  if  you 
have  any  of  the  following  symptoms:  a  loss  of  appetite, 
nausea,  vomiting,  diarrhea;  blurry  vision,  seeing  spots, 
halos  (rings),  yellow  vision,  or  weakness. 

The  rest  of  this  leaflet  gives  you  more  information 
about  digoxin.  Please  read  it  and  keep  it  for  future  use. 

Why  Take  Digoxin? 

Digoxin  is  commonly  used  to  treat  heart  failure  and  to 
slow  the  heart  rate.  Heart  failure  occurs  when  the  heart 
cannot  pump  enough  blood  through  the  body.  Symp¬ 
toms  of  heart  failure  are  fatigue,  difficulty  breathing, 
swelling  (especially  in  the  legs  and  ankles),  and  rapid  or 
“galloping”  heartbeats.  You  may  have  had  some  of  these 
symptoms  before  taking  digoxin.  They  may  return  if  you 
stop  taking  digoxin. 
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Digoxin  may  be  used  for  fast  or  irregular  heart  rates. 

It  increases  the  strength  of  the  heartbeat  and  may  slow 
down  the  heart  rate.  This  allows  the  heart  to  pump  blood 
more  regularly. 

Digoxin  should  never  be  used  to  help  you 
lose  weight.  Using  digoxin  for  this  purpose  is 
dangerous  and  may  cause  death. 

How  To  Take  Digoxin 

There  is  a  narrow  range  between  the  helpful  and 
harmful  amount  of  digoxin  in  your  body.  If  you  have  too 
much  you  may  have  toxic  signs.  If  you  have  too  little, 
you  may  have  signs  of  heart  failure  or  too  rapid  heart 

beat.  That’s  why  it  is  so  important  to  follow  the  dosage  v 

directions  carefully. 

Digoxin  does  not  cure  heart  failure  but  helps  control 
it.  Therefore,  you  must  take  it  even  when  you  are  feeling 
better.  When  you  first  start  taking  digoxin,  the  dose  may 
be  changed  to  find  the  right  amount  for  you.  Make  sure 
your  doctor  knows  if  you  have  liver,  kidney,  or  thyroid 
conditions  or  if  you  are  taking  any  other  drugs. 

Try  to  take  digoxin  at  the  same  time  every  day.  This 
may  help  you  to  remember  to  take  it.  Do  not  skip  any 
doses.  If  you  miss  a  dose,  take  the  tablet  as  soon  as  you 
remember  it  that  day.  If  you  do  not  remember  until  the 
next  day,  do  not  take  two  doses.  Take  only  the  dose 
scheduled  for  that  day.  If  you  forget  to  take  two  or  more 
doses  in  a  row,  contact  your  doctor. 


Warning  Signals 

Call  your  doctor  immediately  if  you  notice  nausea, 
vomiting,  diarrhea,  loss  of  appetite,  change  in  vision 
(“halo”  effect,  spots,  blurred  or  yellow  vision!  or 
weakness.  You  should  watch  for  such  signals  particu¬ 
larly  after  starting  treatment  or  when  your  doctor  in¬ 
creases  the  dose. 

Pulse  rate:  Changes  in  your  pulse  rate  are  a  good  way 
of  telling  if  you  are  taking  the  right  amount  of  the  drug. 
Every  day  before  taking  digoxin  check  your  pulse  while 
resting.  If  you  do  not  know  how  to  take  your  pulse,  ask 
your  doctor.  Call  your  doctor  immediately  if  you  have  an 
increase  or  decrease  of  20  beats  or  more  a  minute  from 
your  normal  pulse. 
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Cautions 

Other  drugs:  Other  drugs  may  change  the  amount  of 
digoxin  in  the  body.  For  example,  antacids  can  prevent 
the  digoxin  from  being  absorbed  by  the  body.  Laxatives 
can  cause  the  drug  to  be  removed  from  the  body  faster 
than  normal.  If  you  start  taking  any  new  drug  while  on 
digoxin,  be  sure  to  tell  your  doctor  and  pharmacist. 

Diuretics:  Your  doctor  may  tell  you  to  take  diuretics 
(“water  pills”)  with  digoxin.  Diuretics  may  cause  your 
body  to  lose  potassium.  Signs  of  excess  potassium  loss 
are  leg  cramps,  muscle  pains,  fatigue  or  nausea.  If  these 
appear,  tell  your  doctor.  You  may  need  to  eat  more  foods 
containing  potassium  or  take  a  potassium  supplement. 
Foods  rich  in  potassium  are  bananas,  oranges,  tomato 
juice,  and  dried  fruits. 

ECG/lab  tests:  You  may  need  to  have  tests  while  tak- 
ing  digoxin.  These  include  an  electrocardiogram  (ECG) 
and  may  include  blood  tests  to  make  sure  the  drug  is 
working  properly  and  safely. 

Other  illnesses:  Any  illness  that  causes  vomiting,  diar¬ 
rhea,  or  other  fluid  loss  for  more  than  a  day  or  two 
should  be  reported  to  your  doctor. 

Possible  Side  Effects 

After  you  start  taking  digoxin,  you  may  need  to 
urinate  more  often.  Other  side  effects  occur  rarely.  If  a 
side  effect  occurs  or  becomes  bothersome,  call  your  doc¬ 
tor. 


Other  Information 

The  safe  and  effective  use  of  digoxin  depends  on  your 
taking  it  as  directed.  This  drug  has  been  prescribed  spe¬ 
cifically  for  you.  Do  not  give  this  drug  to  others  who  may 
have  similar  symptoms  or  use  it  for  any  other  reasons. 

In  the  event  of  an  accidental  overdose,  contact  you 
doctor,  poison  control  center  or  nearest  hospital  emer¬ 
gency  room  immediately.  Keep  this  and  all  drugs  out  of 
the  reach  of  children. 

If  you  would  like  more  information  about  digoxin,  ask 
your  doctor  or  pharmacist.  They  have  a  more  technical 
leaflet  (called  a  package  insert)  they  can  let  you  read. 
You  may  need  their  help  to  understand  it. 
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Clofibrate 

(pronounced:  kloe-FYE-brate) 

Summary 

Clofibrate  is  used  to  lower  the  amount  of  fatty 
substances  in  the  blood,  namely,  cholesterol  and  trigly¬ 
cerides.  People  with  high  levels  of  fats  in  their  blood 
have  a  greater  risk  of  heart  disease.  However,  taking 
clofibrate  may  increase  your  risk  of  having  gallbladder 
trouble  or  getting  tumors. 

Therefore,  clofibrate  is  not  for  everyone  with  high 
cholesterol  and  triglycerides.  It  should  be  used  only  by 
people  who  have  not  responded  to  diet,  weight  loss,  exer¬ 
cise,  or  other  measures  prescribed  by  their  doctor. 

While  taking  clofibrate,  it  is  important  to  have  regular 
blood  tests.  The  rest  of  this  leaflet  gives  you  more  infor¬ 
mation  about  clofibrate.  Please  read  it  arid  keep  it  for 
future  use. 

Why  Reduce  Cholesterol  and 
Triglycerides? 

When  large  amounts  of  fatty  substances  are  in  the 
blood,  they  can  harden  and  build  up  along  the  walls  of 
the  arteries  (blood  vessels  coming  from  the  heart).  This 
buildup  is  called  plaque.  Having  too  much  plaque  can 
decrease  the  flow  of  blood.  This  can  cause  heart  disease, 
such  as  angina  (chest  pain),  heart  attack,  or  stroke. 
These  are  among  the  leading  causes  of  death  in  the 
United  States. 

People  with  low  levels  of  cholesterol  and  triglycerides 
in  their  blood  have  a  lower  risk  of  heart  attack  than  peo¬ 
ple  with  high  levels.  It  has  not  been  clearly  shown  that 
lowering  cholesterol  and  triglyceride  levels  is  beneficial. 
In  one  large  study,  there  was  a  33  percent  decrease  of 
nonfatal  heart  attacks  for  patients  whose  cholesterol 
levels  were  reduced  by  the  drug.  However,  there  was  no 
decrease  in  fatal  heart  attacks.  In  another  study  of  pa¬ 
tients  who  had  had  at  least  one  heart  attack,  neither  clo¬ 
fibrate  nor  other  drugs  which  lower  cholesterol  de¬ 
creased  the  rate  of  fatal  heart  attacks. 

You  may  ask,  “what  is  the  benefit  of  taking  drugs  to 
lower  cholesterol?”  If  you  begin  treatment  early  and  get 
good  controt  of  cholesterol  and  triglycerides  with  diet, 
exercise,  and  drugs,  you  may  get  some  benefit  from  the 
treatment.  It  is  not  certain  how  much  that  benefit  will 
be. 
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Who  Should  Not  Take  Clofibrate 

Do  not  take  this  drug  if  you: 

•  are  pregnant  or  breast  feeding.  The  effects  on  the  un¬ 
born  or  nursing  child  are  not  known. 

•  have  serious  liver  or  kidney  disease. 

Women  capable  of  becoming  pregnant  should  practice 
some  form  of  birth  control  while  taking  clofibrate. 
Women  who  plan  to  become  pregnant  should  stop  taking 
clofibrate  several  months  before  trying  to  become  preg¬ 
nant. 


Risks  of  Taking  Clofibrate 

In  two  very  large  studies,  serious  risks  of  taking  clo¬ 
fibrate  for  several  years  have  been  shown  or  suggested. 
These  studies  show  a  doubling  of  the  risk  of  getting 
gallstones  and  an  inflammation  of  the  gallbladder  re¬ 
quiring  it  to  be  removed  by  surgery.  Thus,  for  people 
taking  clofibrate  for  5  years,  1  of  100  patients  would  re¬ 
quire  gallbladder  surgery. 

One  of  the  studies  suggested  a  30%  increased  risk  of 
getting  cancer.  In  this  study,  of  people  aged  40-59  who 
took  clofibrate  for  5  years,  22  out  of  2,000  got  cancer. 
For  people  with  high  cholesterol  who  did  not  take  clofi¬ 
brate,  17  out  of  2,000  got  cancer  during  the  same  time 
period.  For  those  patients  aged  40-59,  an  additional  1 
person  out  of  400  would  be  expected  to  get  cancer  over  a 
5  year  period  while  taking  clofibrate.  Mice  and  rats  that 
have  been  given  clofibrate  at  five  to  eight  times  the 
human  dose  showed  an  increased  risk  of  getting  liver 
tumors,  some  of  which  were  cancerous. 

Several  other  problems  relating  to  the  heart  and  cir¬ 
culation  of  blood  have  been  noticed.  These  include  heart 
arrhythmias  (abnormal  heart  beat},  blood  clotting, 
angina  (chest  pain)  and  blood  circulation  problems 
(noticed  by  pain  in  the  legs). 

Because  of  these  risks  and  the  uncertain  benefits  of 
this  drug,  (and  others  used  to  treat  high  cholesterol  and 
triglycerides),  relatively  few  patients  should  take  clo¬ 
fibrate.  If  your  doctor  prescribed  this  drug,  you  should 
have  regular  blood  tests  to  find  out  how  it  is  working.  In 
addition,  your  doctor  may  want  to  do  other  tests  to  find 
out  if  clofibrate  is  causing  any  harmful  effects.  Your  doc¬ 
tor  may  decide  to  stop  prescribing  clofibrate  after  a  few 
months  if  fats  in  the  blood  do  not  decrease.  To  make 
sure  your  doctor  can  tell  how  well  it  is  working,  it  is  im¬ 
portant  to  take  clofibrate  on  the  schedule  prescribed. 
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Cautions 

Before  taking  clofibrate,  tell  your  doctor  if  you: 

•  are  taking  an  anticoagulant  drug  (a  blood  thinner). 
Your  doctor  may  have  to  decrease  the  dose  of  the 
blood  thinner. 

•  have  diabetes.  If  you  can  control  your  diabetes  by 
diet  or  drugs,  you  may  not  need  to  take  this  drug. 

•  have  a  stomach  or  intestinal  ulcer.  Taking  clofibrate 
may  make  your  ulcer  worse. 

•  have  had  jaundice  or  liver  disease.  Your  doctor  may 
switch  to  another  drug. 

Possible  Side  Effects 

In  addition  to  the  risks  already  mentioned,  there  are 
some  side  effects  that  could  occur  while  taking  clofi¬ 
brate.  Most  of  these  are  not  too  serious.  If  any  of  these 
side  effects  are  bothersome,  contact  your  doctor. 

You  may  get  “flu-like”  symptoms  such  as  muscle 
aches,  soreness,  or  cramping.  Some  other  side  effects  in¬ 
clude  stomach  problems  (such  as  nausea,  diarrhea,  vom¬ 
iting,  and  bloating);  skin  reactions  (such  as  itching, 
rash);  loss  of  hair  and  dry,  brittle  hair;  headache;  diz¬ 
ziness;  increased  appetite  and  weight  gain;  decreased 
sexual  desire;  painful  or  difficult  urination;  liver  prob¬ 
lems;  anemia  or  a  decrease  of  white  blood  cells. 

Other  Information 

The  safe  and  effective  use  of  clofibrate  depends  on 
your  taking  it  as  directed.  This  drug  has  been  prescribed 
specifically  for  you  and  your  present  condition.  Do  not 
give  this  drug  to  others  who  may  have  similar  symptoms. 

In  the  event  of  an  accidental  overdose,  contact  your 
doctor,  poison  control  center  or  nearest  hospital  emer¬ 
gency  room  immediately.  Keep  this  and  all  drugs  out  of 
the  reach  of  children. 

If  you  would  like  more  information  about  clofibrate, 
ask  your  doctor  or  pharmacist.  They  have  a  more  tech¬ 
nical  leaflet  (called  a  package  insert)  they  can  let  you 
read.  You  may  need  their  help  to  understand  it. 
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Warfarin 

(pronounced:  WAR-far-in) 


Summary 

Warfarin  is  commonly  used  to  help  stop  blood  dots 
from  forming  or  getting  larger.  It  is  extremely  important 
to  take  warfarin  exactly  on  schedule.  Do  not  change  the 
amount  or  stop  taking  it  without  the  approval  of  your 
doctor. 

Warfarin  can  dangerously  interact  with  other  drugs, 
even  aspirin.  Check  with  your  doctor  or  pharmacist 
before  starting  or  stopping  any  other  drugs,  including 
those  available  without  a  prescription.  If  you  receive  any 
medical  treatment  be  sure  to  tell  your  doctor  or  dentist 
that  you  are  taking  warfarin. 

Report  any  unusual  or  excessive  bruising  or  bleeding 
to  your  doctor  at  once.  Signs  of  internal  bleeding  are: 
black  and  blue  marks  on  the  skin;  black  or  bloody  bowel 
movements,  red  or  dark  brown  urine;  and  prolonged 
headaches,  stomach  pains,  or  backaches. 

Before  taking  the  drug  tell  your  doctor  if  you  are  tak¬ 
ing  any  other  drugs,  if  you  have  any  other  medical  condi¬ 
tions,  or  if  you  are  or  plan  to  become  pregnant. 

The  rest  of  this  leaflet  gives  you  more  information 
about  warfarin.  Please  read  it  and  keep  it  for  future  use. 

Why  Take  Warfarin? 

Warfarin  is  an  anticoagulant,  often  called  a  blood 
thinner.  It  is  commonly  used  to  prevent  or  treat  blood 
clots  and  other  conditions  as  determined  by  your  doctor. 
Clots  in  the  veins  can  break  off  and  travel  to  the  lungs. 
Clots  can  also  cause  a  heart  attack  or  a  stroke. 

Anticoagulants  are  used  to  prevent  clots  from  getting 
larger  and  to  keep  new  ones  from  forming.  They  do  not 
dissolve  clots  you  already  have. 

Before  Taking  Warfarin 

Your  doctor  and  pharmacist  should  know  all  the 
other  drugs  that  you  take  including  nonprescription 
drugs. 

Warfarin  is  almost  never  used  during  pregnancy. 
Make  sure  your  doctor  knows  if  you  plan  to  get  preg¬ 
nant.  During  pregnancy,  warfarin  passes  to  the  child 
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and  may  cause  fatal  bleeding.  Some  women  who  took 
warfarin  while  pregnant  have  had  children  with  birth  de* 
fects. 

You  should  avoid  breast  feeding  if  you  are  taking 
warfarin.  Warfarin  passes  in  milk  to  the  child.  It  could 
cause  a  bleeding  problem  in  the  child. 

Be  sure  your  doctor  knows  about  any  other  medical 
conditions  you  have,  especially  those  involving  bleeding 
(ulcers  or  long  or  heavy  menstrual  periods),  diabetes, 
kidney  or  liver  disease,  or  high  blood  pressure. 

How  To  Take  Warfarin 

It  is  extremely  important  to  control  the  amount  of 
warfarin  you  take.  Your  doctor  may  change  the  dosage 
schedule  often  to  find  the  right  amount  for  you.  If  you 
take  too  much,  you  may  start  bleeding.  If  you  take  too 
little,  you  may  get  more  blood  clots. 

Do  not  change  the  amount  or  stop  taking  the  drug 
without  first  talking  to  your  doctor.  You  must  continue 
taking  warfarin  for  as  long  as  your  doctor  tells  you  to 
take  it.  Taking  the  drug  at  the  same  time  each  day  may 
help  you  to  remember  to  take  each  dose.  It  may  also  be 
helpful  to  keep  a  dosage  calendar  record  of  each  day’s 
doses. 

If  you  miss  a  dose ,  take  it  as  soon  as  possible.  If  you 
do  not  remember  until  the  next  day,  do  not  take  two 
doses,  take  only  the  one  scheduled.  Never  take  a  double 
dose  of  warfarin.  If  you  miss  two  or  more  days’  doses, 
call  your  doctor. 
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Warning  Signals 

Even  patients  who  take  warfarin  as  scheduled  can 
have  serious  bleeding.  -  Call  your  doctor  IMMEDI¬ 
ATELY  if  any  of  these  signals  occur: 

•  unusual  nosebleeds  or  bloody  gums  after  brushing 
your  teeth 

•  prolonged  bleeding  from  cuts,  a  heavy  menstrual 
period  or  blood  oozing  from  a  clot 

•  vomiting  or  spitting  blood  that  looks  either  red  or 
brown  and  resembles  coffee  grounds 

•  sudden  appearance  of  black  and  blue  marks  on  the 
skin 

•  black  or  bloody  bowel  movements  or  red  or  dark 
brown  urine 

•  new  or  unexpected  pain  like  headaches,  stomach 
pain,  or  backaches 

All  these  could  be  signs  of  too  much  warfarin  in  your 
I  body. 

Cautions 

Other  Drugs:  Before  you  start  or  stop  taking  any 
other  drugs,  tell  your  doctor  or  pharmacist  you  are  tak¬ 
ing  warfarin.  Many  drugs  like  aspirin,  drugs  for  the 
treatment  of  arthritis  and  muscle  pains,  phenobarbital, 
antibiotics,  clofibrate,  disulfiram,  phenylbutazone, 
phenytoin,  thyroid  hormones  and  others  interact  with 
warfarin.  These  drug  interactions  can  cause  dangerous 
bleeding  or  interfere  with  the  beneficial  effect  of  war¬ 
farin. 

Lab  Tests:  It  is  important  to  have  frequent  blood  tests 
to  find  out  how  long  it  takes  your  blood  to  clot.  On  the 
basis  of  these  tests,  the  amount  of  warfarin  you  take  may 
need  to  be  changed.  Be  sure  to  keep  all  appointments. 

Eating/ Drinking:  Avoid  excessive  use  of  alcohol  while 
taking  warfarin.  Alcohol  can  cause  stomach  irritation 
and  more  bleeding.  Ask  your  doctor  how  much,  if  any, 
alcohol  you  may  drink  while  taking  warfarin.  Some 
foods  change  the  effect  of  the  drug.  Do  not  make  any 
major  changes  in  diet,  especially  fish,  liver,  onions, 
spinach,  kale,  cauliflower,  and  cabbage.  These  foods 
contain  Vitamin  K  which  reduces  the  effect  of  warfarin. 

Surgery  and  Dental  Work:  Your  doctor  and  dentist 
should  know  that  you  are  taking  warfarin  before  you 
have  surgery  or  dental  work. 
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Other  Illnesses:  Any  illness  that  causes  vomiting,  diar¬ 
rhea,  or  fever  can  change  the  effect  of  the  drug.  Contact 
your  doctor  if  these  symptoms  continue  for  a  couple  of 
days. 

Possible  Side  Effects 

Warfarin  can  cause  bothersome  side  effects.  These  in¬ 
clude  rash,  hives,  loss  of  hair,  fever,  nausea,  vomiting, 
and  diarrhea.  If  these  problems  last  for  more  than  a  few 
days,  call  your  doctor. 

Other  Information 

Many  doctors  and  pharmacists  can  give  you  a  card 
stating  that  you  are  being  treated  with  warfarin.  Some 
people  wear  bracelets  with  this  information.  You  should 
always  have  a  card  or  bracelet  with  you  in  case  of  an  ac¬ 
cident  or  emergency. 

The  safe  and  effective  use  of  this  drug  depends  on 
your  taking  it  as  directed.  Do  not  give  this  drug  to  others 
who  may  have  similar  symptoms  or  use  it  for  any  other 
reason. 

In  the  event  of  an  accidental  overdose,  contact  your 
doctor,  poison  control  center  or  nearest  hospital  emer¬ 
gency  room  immediately.  Because  of  the  severe  effects  of 
an  overdose,  keep  this  medicine  out  of  the  reach  of 
children. 

If  you  would  like  more  information,  ask  your  doctor 
or  pharmacist.  They  have  a  more  technical  leaflet  (called 
a  package  insert)  they  can  let  you  read.  You  may  need 
their  help  to  understand  it. 


Thiazide 

(pronounced:  THYE-a-zide) 


Summary 

Thiazides  are  a  group  of  drugs  commonly  used  for 
high  blood  pressure  and  to  reduce  excess  fluid  in  the 
body.  Thiazides  can  control  but  not  cure  high  blood 
pressure  and  excess  fluid.  Unless  your  doctor  tells  you  to 
stop,  continue  to  take  this  drug  even  if  you  feel  good. 

Some  side  effects  may  occur  within  the  first  few  days 
of  taking  the  drug  but  they  often  go  away  a  few  days 
later.  While  taking  thiazides,  body  salts  such  as  potas¬ 
sium  can  get  too  low.  If  you  notice  signs  such  as  muscle 
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cramps,  nausea,  or  weakness,  call  your  doctor  right 
away. 

The  rest  of  this  leaflet  gives  you  more  information 
about  thiazide  drugs.  Please  read  it  and  keep  it  for 
future  use. 

Why  Take  Thiazides? 

There  are  two  major  uses  for  thiazide  drugs.  They 
treat  high  blood  pressure  and  keep  it  under  control. 
They  also  help  the  body  get  rid  of  excess  salt  and  water. 
This  excess  fluid  or  edema  may  be  due  to  heart,  liver,  or 
kidney  disease  or  may  be  a  side  effect  of  taking  other 
drugs,  such  as  estrogens  or  cortisone-like  drugs.  Thia¬ 
zides  are  also  used  for  other  conditions  as  determined  by 
your  doctor. 

It  is  important  to  take  the  drug  even  if  you  feel  good. 
If  you  have  edema  or  high  blood  pressure,  you  will  us¬ 
ually  have  to  take  this  drug  and  possibly  others  for  the 
rest  of  your  life.  Symptoms  of  too  much  fluid  and  salt  in 
the  body  are  shortness  of  breath  and  swelling  of  the 
hands  and  feet.  High  blood  pressure  usually  has  no 
symptoms  but  if  not  treated  can  cause  serious  complica¬ 
tions  including  an  increased  risk  of  a  stroke,  kidney 
problems,  or  heart  disease. 

Before  Taking  Thiazides 

Before  starting  thiazide  drugs  be  sure  to  tell  your  doc¬ 
tor  if  you  have: 

•  ever  had  an  allergic  reaction  to  these  drugs  in  the 
past  or  are  allergic  to  other  drugs  containing  sulfa 
such  as  drugs  for  the  treatment  of  diabetes  and  infec¬ 
tions.  Patients  who  are  allergic  to  other  drugs  or  have 
asthma  may  be  more  likely  to  be  allergic  to  thiazides. 

•  any  kidney  disease.  If  your  kidneys  are  not  working 

properly,  the  amount  or  the  type  of  drug  you  are  tak¬ 
ing  may  need  to  be  changed.  ^ 

•  liver  disease.  The  loss  of  potassium,  sodium, 
chloride,  and  water  caused  by  thiazide  can 
sometimes  worsen  problems  for  people  with  liver 
disease. 

•  diabetes.  Thiazides  can  increase  blood  sugar.  A 
change  in  diet  or  dose  of  diabetes  medicine  may  be 
needed. 

•  gout.  Thiazides  can  cause  a  gout  attack. 

•  Lupus  erythematosus.  Thiazides  can  sometimes 
worsen  or  activate  lupus  erythematosus. 

•  been  taking  other  drugs  such  as  cortisone,  digitalis 
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heart  medicines,  lithium  carbonate,  and  diabetic 
drugs.  The  effects  from  these  drugs  can  be  changed 
by  taking  a  thiazide  diuretic. 

Cautions — Pregnancy  and  Breast  Feeding 

Tell  your  doctor  if  you  are  pregnant  or  plan  to  become 
pregnant.  Unless  you  have  high  blood  pressure  or  a  ser¬ 
ious  complication  of  pregnancy,  you  should  not  use  this 
drug  while  pregnant. 

Thiazide  drugs  may  pass  in  breast  milk  from  mother 
to  infant.  If  you  must  take  a  thiazide,  it  is  recommended 
you  stop  nursing. 

How  To  Take  Thiazides 

Take  thiazide  (along  with  any  other  drugs  prescribed 
for  edema  or  high  blood  pressure!  at  the  same  time  on 
scheduled  days.  Unless  your  doctor  tells  you  otherwise, 
take  thiazide  in  the  morning.  If  you  forget  to  take  a  dose 
and  remember  late  at  night,  skip  that  day’s  dose.  Take 
the  next  dose  at  the  regularly  scheduled  time. 

If  you  take  two  doses  a  day,  take  the  second  one 
before  6  p.m.  to  avoid  having  to  go  to  the  bathroom  after 
you  go  to  bed.  If  you  miss  the  first  dose,  take  only  your 
usual  amount  at  the  second  dose.  Do  not  take  two  doses 
at  the  same  time. 


Potassium  Loss 

After  taking  thiazides,  you  may  need  to  urinate  more 
often.  This  is  due  to  thiazide  getting  rid  of  excess  water. 
In  addition  water,  thiazide  also  causes  the  body  to  lose 
mineral  salts  such  as  sodium,  chloride  and  especially 
potassium.  If  you  lose  too  much  of  these  substances, 
some  symptoms  may  appear.  If  you  notice  any  of  these, 
call  your  doctor  right  away: 

excess  thirst,  tiredness,  drowsiness,  restlessness,  mus¬ 
cle  pains  or  cramps,  nausea,  vomiting  and  increased 
heart  rate  or  pulse. 

It  may  be  necessary  to  eat  foods  rich  in  potassium 
(such  as  bananas,  oranges  and  other  fruits!  or  take  a 
potassium  supplement.  If  you  are  taking  a  thiazide  in 
combination  with  certain  other  diuretic  drugs,  this  com¬ 
bination  may  cause  your  body  to  save  potassium. 
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Possible  Side  Effects 

Side  effects  of  thiazides  are  not  too  common  and  often 
go  away  after  your  body  gets  used  to  the  drug.  If  side  ef¬ 
fects  become  bothersome  or  last  for  more  than  a  few 
days,  call  your  doctor.  You  may  become  dizzy,  or  light¬ 
headed,  especially  when  standing  up  or  lying  down. 
Taking  alcohol  and  certain  drugs  (such  as  narcotic  pain 
medicine  and  phenobarbital)  can  increase  the  chance  of 
this  side  effect  occurring. 

Other  side  effects  include  allergic  reactions  such  as: 
skin  rash  or  hives  and  increased  sensitivity  to  sunlight 
(that  can  lead  to  severe  sunburn  or  a  rash);  reduced  ap¬ 
petite,  indigestion,  nausea,  vomiting,  stomach  cramps, 
or  diarrhea;  and  headache,  dizziness,  or  blurred  vision. 

Other  Information 

While  taking  thiazides  avoid  too  much  heat  that  can 
cause  loss  of  water  and  salt  by  sweating.  If  you  work  in  a 
hot  place  or  travel  to  a  hot  area  tell  your  doctor. 

The  safe  and  effective  use  of  this  drug  depends  on 
your  taking  it  as  directed.  This  drug  has  been  prescribed 
specifically  for  you.  Do  not  give  this  drug  to  others  who 
may  have  similar  symptoms. 

In  the  event  of  an  accidental  overdose,  contact  your 
doctor,  poison  control  center  or  nearest  hospital  emer¬ 
gency  room  immediately.  Keep  this  and  all  drugs  out  of 
the  reach  of  children. 

Iff  you  would  Bike  more  information,  ask  your  doctor 
or  pharmacist.  They  have  a  more  technical  leaflet  (called 
a  package  insert)  they  can  Bet  you  read.  You  may  need 
their  help  to  understand  it. 
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Interested  persons  may  submit  written 
comments  by  October  27, 1980  on  the 
draft  guidelines  to  the  Hearing  Clerk 
(HFA-305),  Food  and  Drug 
Administration,  Rm.  4-62,  5600  Fishers 
Lane,  Rockville,  MD  20857.  If  comments 
are  not  written  directly  on  the  Federal 
Register  copy,  please  identify  them  with 
the  Hearing  Clerk  docket  number  found 
in  brackets  in  the  heading  of  this 
document.  Received  comments  may  be 
seen  in  the  Hearing  Clerk’s  office 
between  9  a.m.  and  4  p.m.,  Monday 
through  Friday. 

Dated:  September  8, 1980. 

)ere  E.  Goyan, 

Commissioner  of  Food  and  Drugs. 

|FR  Doc.  80-28065  Filed  9-10-80;  3:44  pm] 
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